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English. Summary Language: English. 
AB The immunosuppressive agents ...ycloFj >or in A (CsA) and tacrolimus ( 
FK506) bir.d tc unre l ated intracellular immunoj hilin 
recep t.crs, zyclophi.l.in (CyP; and FK506-bi name protein 
( F:'BF ) , re-pectj-eiy. The comf lexe- of Cr- A. ovrhdc t . CyF and of 
FK506.o-inuot.FKRP both bind *o ana inhil.-t the aiti'tity of the 
calcium caimodul :..n -dep enaerit ;-e r i re , r h r ex n i no phosphatase calcineurin. We 
usee cDKA nicroarray analysis to characterize ear :y human peripheral blood 
T --el] tran.; ci ipti-nal re^;: or.^- following antigen reoptor stimulation in 
th^ absence or pre-enoe of: CsA .or FK506, hoping identity 
no - -el tercets dependent up.rr. ..:alcir^ur..n or irrjnur, :.ph::.l;.ns <:r, perhaps, 
specific ta raet£ or e.the:: Cy7' or Fr'BP inhil 'it al d e ky «. ne a rug alone. The 
ailed t . .dent i fy gene- uniquely s en::- : t.i ve to <: n.l y one drug, 
hat t r •.!..•> : nipt i or..i 11 v i>-au.la^ed, imriuncp hi 1 i n-cey. endent but 
ir.deper.. ;er.t targets fell "belt w the .:i:iiir.s < f detection in this 
;: nti ct.r * , ran.; i ri pt prt-lilinc: iuer.t.: i *ea and mRNA and 
protein an.tivs.il •:. : i. fd rmee; nc -el as. v/ell as >r.owr. gene.. 
repr rdu /i.rd.y i ncu i ; r Luril.ted by both ir iini.iv n= -i:p re, s 1 ve ..gents. In 
■:h-= conr .--:-:t. , we h "w that trans crij. r.ion.ii <ict i" r a.t.i c ::i ._ f /t a*. 5 a and 
: -epre.:--icn : the -yt.; kine ir.terleu-:in- !• are r-clateu by T cell receptor 
.--nuaaemer.f. and der ^i.dent upon drug- . riniun<-phi n o wiif 1 euer- anc;, presumably, 
jai i neu.r ..n act l ■ d t y . 

L6 aji;:v:s:r of c EiibA/E c :dYR: cht it- •: el/ev: er /ci . Bdd 

20022':) V d 0 Er.3A/E New zompo ;r. :i.: for th- t re.ttment. eczenat :>us s.-:in 

..^.•••e . Wnrrn M. . Or. M. VJ : rm, Un: ■ 'e r .e i i at. d<l inl turn Char it e, Klin. 

;, eini :,:.,;/ . "/eneroi. ,\.L 1 e r y:d .. , / chun » rm .: t r . Id LI Beilin, Germany. 

iLur:fitt a.w:.nidR;hari-.e.de. Exp-rt Op : ni :-n 3n The rapeut.i .>. f'/:e:.t;; 12 ' 7 
I .. ■ - . ' • 100.: . 

Re 1 .: '. 0. . 

T /.-"V: 1 • i 4 - 3 77*5 . :OEN' : Et'TE K .;. P .2b . Country: United Kd r. :. :1 un. Langu age : 
Frivli/h. /umru-ry h.-t: i g - a -ie : End-isn. 
AB F. z _enr; t ju; sd.n'di..^i-e ; ;, 1 i lie at :p. : de rmatiti.-- an :i :.'nta .-t dermatitis 

n> v"l h.e-r. treate.l w.tn f ::rr:'al. al ic :.:o rt .. :o:; ter . i is tz r :le::a:le^. With the 
.irrviaadi »n of t:.e i:icnun :r .nylli .ns- FK506 an..l as :o:ny :: in , i new 
*. ::^ntrv--:;t era ha/-; drgm. The increa.: rn ? -:no\ /led ;:e of r .adophysiolc.g leal 
interacM . ns and rrrunun d 1. :ii ::a 1. diit .irbirues durinrj the c:nf.m.c 
mtd. hmnit . ry pro :v/ .-; in the / -:m M:er=. :iany new the raj >e.it i c il appr^aohes. 
Thei.e .re pre£ ented in thi/ r-iviev;, bas.el on 1..h- st: :Ca :d: recent p a tents . 
:;o- r el the: .-t^eut^ = :>mp :> :if ^nclule ::yokine .-.n t a :i in . .s t s , 

vytD-d ne- :-:;;er.tot: ■ l ;i , :,pru ; -. w , bu: s :> i'iD-e:;uiv.^ i r.t: e r t e n in | with signal 
t.:d:i/:;.:t: in pathways . /u/n ndecd.-.:; inaibit cvrta i n 
intracellular srfnd tran, :luc- r.g ph .u.pnat a.:: es or act a- tne 
mole::ul. -.r .evel n :: t r ;.ns :: l t-pi. -on fa .:tors . he -en'. ie\'el -.pments target 
I vnioho ::•.'*„■:■ hinuirf thci'Uijh i ,d.ei le ten :e or: a Ihes. :>n M:d-:ciLes and c:hemokine 
z.h^nu-;- ne recep" :> r^ . Tne diversity jf tne.: e inter a ::t i .»r.s is ex tens, ive and 
-li.nic.H:. t rials will, u.irv.'el their -: iini al elf.cacy. Final ly, the 
.i-ve l.op:aents if flu 3c d c t : j ji 1 i:a:ni ^y memoe::.^ -u-zh as re t i.n :>ids , vitamin 
b ,i:i:l p-r : :-:i. : ome pr jli f er :r ac:ti--.-;ted receptor agjni.-d.s, are discussed. 
I-:ole::ulei trim m-mbeLS d f: thio tam::Ly ha-e prof ...md di : £ e rent:i iting , 
nntior- :>ii fer iti^e, ;>it al.i :> immun inidnlato ry effect;, whicn ma<e t:hem 
,rr L - C r ,v- a .r- an t i -- : : z em :i t o .n compounds. The design if :ao le :;u les wi.t::n high 
.-•e :.e-::t. i.'M' " :.»r in i ):nb i ria t :v»n iomuiae h..gnlic:ht the:n milecules of 
. re .: *'. . 

L6 /-jN/WER 5 1-r 5 EIIBA/S ::>PYRI jHT 2m C ELdEVIER •'• - E . ri d d 
20010"9299 EM3ASE II im m epiiemal Lang-rhans ' cell^ are t-ir^er.s f:ar the 
.mmuno:: rppressi^e miirDlide t ac:rolirvus (FK506: . Panhan..-- 3r :»s s 
A.; Nova!-: II.; Kraft -3.; bieber T. . dr. T. Bieber, Department of 
dermatology, Friedr .. ih-VJilhelms-Uni-ersity, 3igmund- Freu d-Str 25, D-53105 
:-.onn, Germany. J-urnal d± Allergy and Clinical Immun ::di Dgy 107/2 (245-352) 
,:001. 
Refs: 46. 



ISSN: nnpl-.574 9. CODEN: JAOIBY. Fub . Ccuntry: United State". Language: 
English. Suirrnary Language: English. 
AB Eackgronna: The immuno = upp : e- sive nac:rc iide tacr^limu.? (FK506) 

La.:, been s hewn t.„. inniiit ..l.erg.b. contact derma ^.i t L s in animal models as 

we 1.1 a- in human being.-- . 1-1 ro recer.tiy, suc-essfol treatment of atopic 

dermatitis u:tn ,-n ointment :on 4 . a i r.ing tacrolimu: hai been reported. 

: biect :.- r e~ : We explore ; tin- • • 1 1 V. . tf thi= compound on epidermal 

langernans' cell/ ( LCs ■ , whi ;:h a r - kntwn t play an im} ortin' 

E ath^pnysio. ogle tole :n ::\f 1 anuaa* ory f kin aisea.- es . Methoos: Tne 

-oonres o: on tro- intracellular FK506 bond.ng 

protein FRIT 1.2) v; = .-: nrcLiV.red tre-hly .,'-'! at- -a and auLfired 

vpi.dermaZ L' :> . Phenotyp i. r..r and luntti.na.. -rxplo ro-iti ?n - t Lit' treated with 

:hi f fer-iiit ex i, cent l et .io:,-, >'\ tac ro.1 imtw and . beta . --met.h.is'c no -ale rate 

.beta.Hv) '..'ct:- per. f:orme:l. Rosa. ex h''b?.2 : a expre-ea in ttehnly 
: = :lat-.:d LC- but" i .e l.o.:t while ! r.-.-y a:e maturating inf. mature dendritic 
relis. r l i S atu 1 i:nu, inhibit-.; tne express L >n f I L - 2 R 5 >i.i.d 3f the 

optimal , t n- mc.l lb- 1 (3",.: .^r.a JD-1 j . Express 1m. of IIHC -.1 as 3 I 

: ;r , : , ii was ,r tout -a, whereas- 0D : : \ i H7 . i ) expression i.'-r, rot altered. 

In cjnfroot, .bet. is.Hv .• r.ro:.?ly : r. .:re ; 4 .- t-.i tne exp res s 1 on o : ObL . 
Paradox! :.:al iv # wn:le o-.v; re., • :n ::: CloU) -.roi MH 1 c_o o: I expio.: on, .oeta.Mv 
,. i -mrioou.htly i n • tea : e .1 :l.o expire, ,i ,i\ i> L MHC cl s 21, Cb: o and IDBb on 
:-j 1 tared [Lb but irupai re :; fnerr a.: .1 : :■ f i mi il * f :>r y iotivio\u 'Hi :.r :> Linus was 
: - wit . !■ t.rieE uore : . o vo man ;.:b at inn: b.i t::v.j I' .-Mma lato ry 

tuncti 1>. n::l m; : :n : V l u ■ 1 ::n„., -ar. vxe r t mimurupharm.:::! alterations 

.n Lis, .'hi -h may i , at Ua.-* In f =c:t, for the : he repent: iz effect of 

:nls z:.n-.\}. : i:nc; in e ::zema t :u.: .-: < i.r. = e .-: . 

L6 AXIWEL -I Or f EIlbA.52 1 1 i-VP I ILH'l - h; L [...' E" 7 1 ER -1 H • bhh 



o ;a.t targe "in ? 1 :•: n'.m.ri.n 

p z-. t tinent :.x' I mriiui.ol .' :ry, Mer::k 
>;, 'J:.it.ed ,'t.ate.= . IV. t r r- -n t M-E:di ::.nal 



2 0002-.-7:o7 RllbA.'E FK506, -m l mm ,n upy t ■ 
tur.cti-m. :>-;r:i:mt :'. J., b. ' . Ihim : >n* , 
Foe i eat :h L a; coo t'. 1 r i eo , Rah' 'a y , '71 '.' 
:-nemi;f::y ^,1 ( " ?• 1 - 7 4 r- ) 1 : 10 . 
Feels: -i-'l. 

o-o;i-"bl : . ytOEN: 1I1VHE7. boo. "c.'.nto'y: Ne' he t lands . L.-n ?uage: 
En::l_;h. I'.Ji^aaty L^nx-iore: Enjl. :=i.. 
AB Tne ma :r : 1 a :.t .am u^tura. p: . :u:v, FK506 i 'i'a ■: rolin ..O , a.:t; - .. a 

p:.v;ertul a jo.; ::Jini::ally u,:--fil : nun:. :o upp : e.- - ant "hr :>-u?h ; : :up 1 1 ^n of 

li ;ma.l i.n:f eoents nedia".e :; ny tne -a 1 i urn d-pendent .:-etrr.e t.u: e:»nine 

protein : h Lia t,ioe , z*l irin ■ '7a:i • , i n T lynploo::ytei . 1^-- 

me ■: ha r.i :: a :do; jr. in-':l'v= tne t :» r:n...t. i ■ n :> f a r-iol.e .:olar :v_u:ip lex with the 



intracellular FK506 ri:o:l 
: Fr3? 1 1 , thereby a t: :rj: t 
i n r erll.'!'-: w l i h i a z •'• : 



i n protein - ... 

i no one aiali-y * o mteio^-t v/io.n ■ bh; and to 

to antl :.bp:. ■jp.ti-ylati "ar: aub =-t rates . 

;-tm:ng the b,i; z u; -t t .rates wu:oe : : :t:v;r.y • s a l.teirrd r.y FK506, the 
nuclear rarf rs a::t;oat-t; T ::e.l. 1 s K FAT ■ , a thuai ly >:■ t' ' t ,i:.s :ciption 

rattot.-. r e:i\.lat.ih-;i lymph :• bin-:: ;jen- expre .-. = : .>n na-e been sn^wn tj oLay a 
{ r.-nnin-rit i>>: e in FK506- indu ::ed iruuun ts p re £ s i-tn . Over tne past 
lew yea:o, ,-,dd.i t.rona J :ae]ic,^r- :> : -.he iwuri vnd NFA7 1 f,.-.miJ.i e-: <,i 
proteins tot/e beer, iaer.ti L^e.l, pr. r.d.d.n? further ::ns:ghro int o tne 
complexity o: FK506 lot ol :oi.L ef :e:xt.- . bu r therm- -r e , it h,,s 
: e ;one iheu.r tha*., pLe^onixajit.y ..-w : i re..u^':: of ■ laN : nh j r i t. . .<.<n , 
FK506 -liter:, mult.iple hi t otemi ::a.l. proves, e-- in = variety ■ d •-'ell a 
;e.tode,: i ymph n :y e = . Tnis jov a::c..un fc f : : t.ne atr'orot id- e:'te-ts of the 
ort.g, in-: lading neurit x i ::. t y a:ad naplr : ■ ox : ::i t y . Ext.eno i"e luedi ;;i nal 
-hemis try efltrt. have oe-n devoted : o tne ;iene t . . toi : n <• j ^.r..*.: ogs ot 
FK506 wj.t n the h«. ( pe of .i a-nt 1 fyo.no :: :-mp o .ni-;.= with an inpr..'\-t m ; 
the rap ei.i i : ndex, that ::uuld have or -aoer tner ;oeuti :: ut. bit y tnan the 
parent, dtt.-::. Theae ef furls yielded i-i-en.l :omptntc= w.th unique 
ritchei'io al a t.tr.tbutes , thuv.'ing e"iaence f'o a cl.i.s s joiction between 
immune ^i.pp:e^ sivo and toxi z p rope : t i es , \-h\ ch may p.r/e the way towards 
designing aa:er FK506- re 1 ated immon oaupp re.: sants . 
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97005382 EMRA3E Document No.: 19^7005382. The immunosuppressant FK506 

and its noniinmi.:i,3uppre £ si-e tn,Jo;i L- - 1 5 , 3 1 6 are tcxic to Cryptococcu. 
neof omanr, by : :i;.ir it ion o i ± comri: n tablet protein- Od.m A. ; 

E'ootu M . ; Perfect J.; Heitman T . . J. Heitman, 32_ CAR3 Bldg . , Duke 



je.. 



Vr.:^er.\ : i , :v Med:. Center, ? :o: 



Vr.:ted States . Antimi cr : b.iid Aqent: and chemotherapy 41/ _ (Ls-i-lOl) 



Re;-: . -ar zh Dr., Dumam, NC 27 7.0, 



i t - 



, it ho gen 

iUt. 

■\KtPi 2-FKS0 6, 



TS21J: '••joo-J : . CODEN : AMAC 20 . P - • Country: Unite c; States, language: 
F.rn.iiish. Summary Language: Enr...:isu, 
AF Th- immunosup pre. .5,;-.nt FK506 (r...c_ .dimus is an anti r uugad 

natural product ra::roLioe: *:.r. supp res...*.: tiie inmv.ir.e ;_y.:tem by k lo iking 
T-tell a ;';i\ut i > >n . in c :innl ex w.i t. n the intracellular 
protein FKBP 12 , FK506 inhibit, oa . :i:'n: u.:u n, a 

• c.-ilm::dul l n -<;er endent . e c ..ne- nitre-: nine protein pho " pmtase . 
v;e ::ec^C:V ir}nj : >:-d taut ..in :>v/t;h .f the opp ..rtuni ? t : runjal - 
trvpt: co ;--:u.:: n* ■■- : d l mans i- .re-...: t..-nt to FK506 at .1 4 . deg ree . C 
s er.-s.i t:ve at. 3" . decree . _*. * hat ;;al si n-rur : .n, : he faiuet of 

is ;;e-uir---d t : r ..ret wth at .: 7 . dogr . C in vi tro ^rn:; p at hogeni =i~y in vivo. 
These V 7 num:i:E ider.ti fy c: ^ :■ i ueur . r. ai p>oter.t i a l «r.t j f urigu L urug target. 
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t_,- : ^ }^ a :tei ;.n i- ::t:: cn L'J -:<;.:. I • e- - a r .i -, n j. p: a:; i n i -ctir i; . Pang 
-'■ ,r«- --iHi-r al dete'"^ i :h, the 1 • Pdl n.— vity i.n tn- bunas v/,i^ do*, eated 

m ti.-i- eh,iyh-,:-il \ •::.•:}• .1 1 .iin. -mri l-;r>- "es,el,n The hnt.i. PECAM 

: ., t: .;. ;C -jvid-.-:; a; :.Pke ,n 1 i -t •» -^al ^.ti'-ity in tne :>:nal 

;1 :in:.-! il.i . I r - : : a : m;.n : nt intracellular 1 " ; :■ .-1 - ?- z - '- i <- £ 

^::r:-^CA[-.'A-:-rt, G:-.. b -r i ...:r. -.re PLPAl - :n : : r, i ::e"..:. in 

-ul-uie b"/ ::or.: :< rai ni ei o i .:opy an 1 :n th* pul:nonary en Id *. he! : -.i:n by 
ele-t i ;n rs\i. .-.r:*.- ."opy. 'Phe r- ^:e:e , vm.".,: i:' i:-L*tia:io" a :a:e t : n ^ l: :ea.L_eLe 
jtrat--r' lo i :-r 1 1-a-l eo:t ^e- ■ , intracellular deli-'ery :> :: :in act.ir. r e 
t : re-i ::r/ e:.: 1 ^ '.a the! :.al .valla: _n 'avi, .-na '.nua nmy p ttent ally 

../etui to: 'he trea L.^K-nt .t ao..-e p almor.-iry :' 'a.-'.-ul it: li e e..-. *:-a . 

Lll APF-WEP ■':<? EI1PAPE POPVPTGhT J Pb_ ELP E\ r I EP. P'b 3b'. 

20012 I' .- :n: EPIFA.-E :-:te-aa.]y ■t.Lni - i pib/pP^:: 1 A-^nd- meeia t-d iict.-lty. 

.-.die M.C.; .-citia P.; G^n^-an P.; Pub r:ai la : i i sn K. ; TLtnia .-. P.; "Aneng P.; 
V i na P . ; Pm V.; VA-na )A ; Pu P. ; 'l 1 f -:e 1 ,. -.n P.. :i. A VA.a:i:e, T n t ta 1 ... ,m 
r F , : , L a- :o, A -5 heecn Tt-re k:-»d, P.e tiie.ada , :iD 1\ Mn.it .el Ptate^,. 
m:::caAAi.*:a:li::ti. -am. PA.in.l. ;.f :: -nt - e le i He : e.re 74 1- 3 : : 0 3 - •! 1 1 ) 6 
PA PPCA. 
P--fs: P. 

I P..ri: : 0 i A' : ,6 : • . O C-KK : T PKEE : . 

Adb^her Alent . : P 0--'^ ^ LaA'.:9-:*A P ib . :Aantt:y: riethe r I an:!.-; . 

y:i\cu^e: Enga.in. ::• am-iary L ar. .:\Ux y-.-. : Enjliah. 
AB Ptntneti- >'nz~ n = been ::.:.Ak:-i a s-.f-.c .vni nnre ve t:^::.:.e 

Aterrattv t: 'ir-u-As-l aen-"- delyeiy system. . A v,r:-Ay :>t: very simple 
a\T.tnerij "ec: a' ay-toms, . a • - cati-ni.j l:.pi.l- an..; polyr-ier - :: jmplene d 
z \ i DI.Vv ha-e a-'.biry :r. -'iv:: oat it: appear: t..., be mediatea by 

- r ,., f e:::':o e : eat: l -a.tan t :. : in : :>na binittn f t.- f r :fe t mg . 7n order to 
a-:i.l :ne.:e p J > 1 eri.- , -.;e Its ;mea a :t-::c -tlly , t-ibi 1 ize •{ layered 
li.d --/stem. Ti.e -tema p.Ay:ne: a.) itin 3 re ia::-rs speci fic 

interact, m/, . We :iaa; yn A.ea . ^ .::ci a PEG conjugate .>f ?E7 tna" 
a :np.ene. TPJA t _» f.nn . m A . , .Mile ":oA .1.1.= wirn a ^teri.a polymer c:at on 
tte:.r aic:a-;e. Tne polymer enn trices .:o '.. :. :»i la 1 s*.ao..l:.ay .-.mi ie:;uce: 
r.,r.- .-p-i:a-: hdniln'f and ' o:ia:ty. A. a-.-o render^ the a^mplex ina ;tive 
p : e umab L y iue iedu::e i jj i n d : ng. h:.g m is are '.hen appended to the distal 
ena ..f the aterio polymer to n-^on' ce 7 binding and express.*. :>n at target 
□ •••] i:... We : repared conjugates with PGD peptide -igands appended 
t ■ the dis-al end ..f the „teria f>olymer. The resulting conjugates 
also form complexes but with ligand„ exposed on their surface restoring 
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binding and activity. Labeled oligonucleotide? and DNA were used to 
measure intracellular distribution, 'Oligonucleotides <,re found 
localized in the nuclei, ',/h-rea:: th-- laoeled } Lasmid DNA remained m the 
cy~ irla:-n. Inport. of j '. i DNA Int.: the nu:lcu: appears to be very 

ine:hi:;ient yet su L f i : lent for e:-:;.re:sion. . CC I YF AT . bOOl EiswU-r Science 
B. u . A .A. rignts re.-r^.;, 

2JA.V/EP 14 OF :A CAPL''.? COPYRIGHT 2 ' );. ACS 

: Document K . 1 : '•■ : ■' oo-U ■:■ Nu ol.ei - a c id- t ib :>dy conjugate 

:c.:- de^rverino a f:re.i::n n^-.l-.-i r & ci : .n. cello. Hi — oh, Fran :c is. ; 
L»u-rba~h, Ari!.cme :'er,tr- Natr: nai d- ■ .! a ?.ecnerbr.e 3 :: ;.e:it i f iq ■ .e CNAS ) , 

^ £ A: -7 A i'.A 0111. , 4 8 pi 
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AN 2 A EE 1: OF ; ? 7AE'L" CmPYF.IGHT 2 A73 

: ; 7 " > ;•: : L) : ci.nie: : t N . 1*. : 2 ibJ : ?h in i t i to t conjugates tc r 

reriel :n? intracellular ] v.r.o rens . Ao-vin, Tayy ui: -a; Aro.^.:, 

,- e : n-r ; Naa, Gerao.; J". An-.- G--r.eiMl :2. ,;p:.t -al C-ri ^rat.; on, U3A . t'CT Int. 

ApT'l. WO 22i'C:2A2A. A. _ ■=>• i j -U 7 , b5 . 2 1 F, S [CbAT ED 37ATE3: b T : C'A, JP; 

PW: 221, BE, 7H, CV, DE, bb, E3 , E \ , Eb, C2, 2b, IS, lb, LH, M2, PL, PL, 

2E. En-li-h; . '■2jEK: I 7MXD2 . APPLICATION: VJ 2 19 ?-VS2 b22-l 199^1bl.5. 

rFbjRbl'V: U2 1 -PY1- 1' : :-4 1A > : b ' . C ; : 2- : ;A 9 - A A 1 5 2 7 2 1 )b()Lb 

PeohDo.:- are i;r^/i'.^:i t :» t l -at niy> : ".'b.a jn. • r i. 1 ir. t:e c ti or.- , : ai.y d^ i ea;-;e or 

<ii;-- : :.;;ei: l;ba" i .-: .:-ii^e:l r frr.'V.e Y y ar. intracellular 

patl..»:i-ri. The :ner .a :■■::{ :d . the i:ve:c:on invol ves a ± lin i r, te nr. j to a 

ub i - r. , a m: : . conjugate t.n-i* m:.lu i-- a ph j~. o -. ens i t : zo r ■ a 
.1 igbt-act:.v^"abl e :an . t r.d a t r < j • Aa nioiety, the tar^et^ac roie-.y 

I e,.i..i /apah 1 :■(: *. -ir^e t . n ;r th- conjugate t. j t;.o 
intracellular p ib l. . iter. . 



AN3V;Er io CE : r 'APL"3 
: . • 7 _ 2 'A Doo'.jment I:-..: 
intracellular pit.:.: ^eni . 

Th-r Foaent : cd t.:.e bn i ' ■ r 
.OO:' A 2' •■, 11 pp. Enib/n 
. 9 ") 7 i v ■ i ] . 

A n-.-thod a:.:! rj-jmpn. ate r v 
jatn"';ien= tnat ;e.-a de in }".■ 



'2)PYbI 21IC 2- i. AC3 

, r< 3 :'• Ant i-r-u. " rooi .'i t a t: :ret._ r.-'; f j :. 
K :>r\/i tz, H.n:' A.; l! Leirien : , Dame! L . 
■■■i.f A Calm o::.ai.a f ^SA) . -'.3. 113 -.C 5': 132 A 
L . ' CIO?,]'.: "2>2L->b A2F LI CAT I ON : -J3 1 9 ; • 7 - :' 9 08 5 8 

.i.;e'i :'or "reating intracellular 

.i- jneL- . The comp as . include anv : b Lot io:; 

f d r:-i 



uh; .■■■.'are ozrba^a-ed -.:bh Ma:.,: f'orri:. or : the r li ja.:i:\.-. 
conjugates tr.a + b.u-ge' rti-irnlj rane-b "an .; pa*:noger..-: . Trie 
conjugates are i e 1 ■ - -t : v-ly tal.en ip :. y .:. : 1 1 ec cod p nag one ■ . 
Conjugates x.-r ..-.'id-: ;1 -t.i :rz-.- or.r.sferrln a.=. 'he tar r--t Lng 

li<fnn.:; : : : m^,:c::ic; ny z-. bao te : i ' ira win -n r-side Ln rnenil i ar.e-b' an 1 

f ha '"a-ies . To denon.-. t ; at-- that, ■"■xo r-io .i-ly admi ni .= t -i e.a tr..:\£ Eerrin is 

ueli-V' red t : the Ib f.ljo-. r :i 1 o- i .= plia /osone, huian mon' ■cyt --d--- 1 i ved 

niao: ha ger v;ere -om:bated witli Ily.:uba ::erii.i:i tuber ;ul 3 md 

} o.b.'otvrene be-adi. . T:.e inrectea naoiopnices v:ece cultured t f 3 days in 

,,n PPM: r.ontg. heat l:.a A rat ea - A -ta 1 bo-'ine o^ru:n. The ma::: jphagej were 

pulled lAr in.a rtivated- i eta 1 b-ovoae .eruni. Th^ ma or opha ges were pulsed 

for J-t-0 nin with hum.m holo-tian^ferrLn (1 mg.mL), fixed, and 

cryDsectioned, and th- actions stained specifically for human transferrin 



using immune gold. In control macrophages , n't incubated with human 
transferrin, onLy 7- of II. tuber :ul.os L o jhag^Dmes stained for 
transferrin, a Le^el eon. distent with the baek ground Level of staining. 

Lil AX2WER 17 CP ?9 IX'F'YRI 3HT 2 -J J. KLSSVISK SCI. B.v. 

20000 >il°K> EMBAiE 3;/: ith-.: is , I'r^ra :teri. ; ; .1 icr. and .n vivo behaviour of a 

nor : Cvxa oi n pol v Ij -1 \v in-.* :.;iamide irii ie) conjugate nearing 

mii r.^-;l r,;:ciu-j;;. S . ; 'ta.^ae J.; 3ou,tta M . ; [ > mum r -i :i o II.; Vert II.. 

t. .--dane, CRBA- - • r £'Fir v :'A ■ :NRC i 473, Eoo.Jty of Pnarnia ::y, Mont.f -ellier I 

Emi v-:wc ity, IS A--. Cnarleo Pi an Emit , 2-C-r: M ontp e.!. 1 l er oedevC, France. 

- oc a :;n:v5Cpha rma . u:vo v morv pi . r:r . Jouni,;. of JfM j Tar>j':.in.f " 5 ( 3 r 3--1 ' )S) 

2 K . . 

i-Vif,: :7. 

• ; .;c;[. 10^1- _ 67 . .XOFR': CDTAKK. Pub. '.' oo,: . : r y : 1 Ji. i tee; hin j :l on. Lar.::ua'je: 
E:ic : : i h . Sunna ry Lar. riacv : r,:r : il Lsh. 
AB V. r ~ t r. v.e .mm o t pronrc i n .: one t a rge 1 1 it ■_■ f rti: t rr: opna;:e nann :>.:..; receptors 
.i.ric *:h- mt -ma at : on f me n^rl'L h n t w a ot i whioh la a ::tivo 

;iLia :m.V. .: intracellular J 1 ^ :.'-t. e ri a , a :ua o : on 3 _e :: i 2 a r ptr.drM j 

was Tithe -laoed wne r-r the an t : b L oti :: ew.ei narv. xm 1 mo: -ties were coupl.ed tc 
rt p :. lymeri :. oarr.-r, namely p ol v ( L- 1 y ■ ir.e o:trvMi:k- livid-.:) . This carrier, 
wni -n deav-Hl mm t w :■ m-- tu) :■ : ] i t es , : i f : - :■ a::L.l a.nc; i-ly:.i.ne, :.s known to 
he iii" ". dp ip.ii f obi e -trie; .rlowLy mo :: r adab 1 e urnier 3 '. ; ant a :ri d: :: :: .mdit i ori : . 
:.'oi i.:. was o.o ip ! oa .int. o me acid grc present a.l z>:.z the polymer 

■.ha l ri.:' , :r/:; conjugates w- i • .• :t.a r acre r i :■ ■: d by U' r , TLC .ea:l SEC. 
The numn groups .- el e o te :i prom j to t h-E- t.ar ;^-t.i r. ? of t no 

iii/ihh. ri-r rifr : e :v ; n : r -. rv ^n the o.t.;-r :n^:-ix- rar.-r of :: ropha jes were 

i:\c ;,c : teo t.h r:o .i^h «. t: .3::;-:: ;: t ;i iabie :: 1 y :.: :d i :' ^paroi -.um. Tw.. dif f'er-mt 

tr a f o-ai- ■= v:^r e -;:.ri£ leered t :• .- ynt ne .■ i e r he f'.'. l conjugates, 
1.,-inio •/ z ..t .i ::.ri'j r. r f 1 oxa Li. v.n ma nr. jfvy.l ^ t.-E: :\ conjugates, an.l 
.on.: : .: r. j :n\::\i\z>:i~t ov. c'L'ATCr'tlx conjugates. The se :: one: pathway 
lea t; oetrM" re^.jlr^ .re.i:ir r. :: mann .:o y 1 ^ t i r n . The pre-en-e .. f new f l^oacin 
.-na nwrnve i.:aw.- o;; -i wr. :»re ;r.ition, e^prh-ihy f r conjugates 
with ,-. ni ::h cont-nt o: m-inr.Oc-yl re,- idh^-. The tar jeti: t a .toii -..ty of the 
; . :c .;-;; v;a .: o rr^e .: : i ^ 'rt ed w~:h:r a method i E: £ e :l jh th- ::ont e ti -.iem between 
-.he iti.-mn: • via ted :-ia::r oniol e .ii e • and r 1 u o: .e e ox.da.3e, ,1 rwrrLO,:.y;.-boar .11; 
nor. homan protein. Th : .■: :net.:i : :i .-snowed * ! . t prDlrug 

i:\acr-.r.. 0 Le .:ui*:s -.onpet-Eia •= £ £ -o:v i vely wi t.h :d.t:w:.- 3>:i :w;e and thus should 
i e -ar .! e '.0 ; : i:vf the -;ru 1 10 the m w rr... .: y ! re jept 0 r be ^ r i .n f menuor, Ew.es of 
i:iac: ■ } w.a jeo onoe.vea by intracellular h - : : r i a . 

Lll ^w'V/EI- L: e :•' I- J .'Ac h'^: COt'YRI -jHT 2 h-2 Altf. 

2000:. od^i- :i: .-ument N: . 12. : . '.: "' r- J 1 Tre:— ot" rihtoal-w iwet i.ri-;i to 

eve: r.iTie iuo.i tid:".; 1 t £V.,-ir. . Dhh-aw:^ K i y o 5 n : ( De}: . Bi.w:neri., The ":i.kei 
i.-ni--. 5 z:\ . Ilea., --ar ■ . Toky:> Jitie... :-: h i I <a D.-i.aa-v- 2 as." hi, 115(1), .-9 

Varww.es-r' _"0'. C'jjF.i; : '2:i:AH. 12th: . . 7 ' - z . ~ 2 . rhbl.sher: Tc <yo 
0.:k-w-:.w 1 ia Daw.inOU .-ei.kai. 

AB A r ew 'with r-.> : • • r .. . r : v /':: nethDd.: hove p: opo.: -id to .■ :»\ r --:r oome 

iaul t: dfja r e:oi t .1 :.ce : MDK . 2ne meohod :..r ciru r mod i f .. cat i or. to escape the 
j. -a.yoopL Vo:.n r :p I y ump ne ::ha:iisn. I) : :>: :wr.,ioL :w n Cj>2r) .j^rv ig.kted :o:.' 
proteins i .: won ohhiti ,i_i inin, 1 1 ar. i, fei : m , .-nd I go via tne 
(rlavaiald-hyde i. iwdge ;sh .V7-o-;i intracellular ei l u :- a o-:: .inaLa t i 010 
v/itrout ,- : ::vio-e vtohr: and ib . teo jot-rt a : 3- -dependent inhibition of 

eel arow-h agnj. t IlbR fmioi- :>ill;E and t.r.ei r f.vrent :ells . In aadn., 
urn-, r- be.i t i :i<] : ■ r-*o:eir. 0E.no the protein- !7XR conjugate 

uir'i"ed 3.i qni.ro c tr.tiy 1 onge: man dtd oontrol - ats .:: rats reo-ei viio.r DXR 
<ilcne. These ;]t; i r/lo ca te e that cnem. moo;i : 0 citio:i allow . IoXF. to 

..■scape fwwr t:h<-: Ho?, nechani-m, Ca.:etal anal . •• : active addu-t.: cericed 
trcrn protein- -DXR conjugates she wed that reduoeo 

ulu ta~hi<" ne G2H via,-.- an apfE' r op r iar e partner f> : oohjugation with DXR. 
The GhH-I XR conjugate accumulated <-.ro high leo-e.i .. in oell.5 an; 
:..nduced t otent ap^pt<.w 1 s with a :tiva-.ior. o^f ca : \ as e- ~i , but n -t caapase-1, 
ant much lower concno . tlian DXR. Another propped method of overcoming 
MDR is tn regulate Pgp-degrdn. and thereby efficiently contr ■! mcl. 



functions. When calpain, a calcium-activated neutral protease, ua;s 
inhibited in I IE" F. cell- with high Pap expression, the accumulation of 
uhiqaitmated E ap was detestable at, the sell surface with retardation of 
Pop turnover. In .-.u:h cases, desp-te the: insreased a jcumula - ion of Pgp 
mcds. at she cell ruriaoe ars-r vreatmem with a caln.sn insi.-bi t-r , the 
cytoplasmic r'MF. le"«:l jell/ tj.eat.ed wi th a ca.pain inhib.-toi was higher 

than tha r sf ur.t re £ -c:e;; i;e.ll:: -wid app roa ::hed that or ! -renta.., 
drug - sens -tive cell:-'. Th-'-se ririuincs indi.:at- that 1- ap msls. accumulating 
av ts.e o*ll surface m«--nbr.-in*_- <-.fter calp.-un inhibition are m');- t.ly inactive 
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Hon;: : .:ny IB ; Bo :.'n- A . - " . . A. - A R:ohe, Al ycob^ o.L :> ;:ie :T:BIA:BB,b rue Cn.rles 
7aoro:., F- 4 5 0" J 'oi'le^na :0.d-o:o 01, Bt.;i.n:e. 1 jc'he-3 on 1: 0 - : :0e ^no . f r . Mo . - • B a : 
■ narrnaco 1 ,: zy 1 1 ■ -4 • . 1 : : : AO- A 

:.:B'IJ: 0-).-.-39OB. 1 C'BN : MoiBMA:, Pnb. 0 " unla y : Bnoleo; 0 1 ,:,:•::£ . Language: 
bnr^i.h. .^umm.ry B^n:: 1:1 je: Enpfl.-^l.. 
AB On' 0 m.er]'.a Biz i .-oi, 0 A_a onu :; : e oti ieo { 'oBK ■ remain :n o. : : I y e- tered -n 

.a:o oy oomp ': r t.rnrr. to; . O .< Bo:iea.-o on-.ir aeAvery i:a: 0 the oyt.o.-ol ai.d/ or 
-uileuj, i.'hich :oontain on-n tng-:.;, x.*e a» tempted t > ;:ui.le theni into 
jom}-.ar-ti'\-nts o:n:a-i:i;! the IB-BB 1 ■:■■::•: poor. An-is-nae IBM, ph.o.: phodicster 
; t :t: Aed at i'Oth ---no^, tnat a re cianf U-mer.t ary to trie BBJO initiation :: ite 
of ( ra;i .}i:v- 1) mPlO, ( od:i o-etv linked t- a peptide ending v/i oh t.ne 
Lyi--Aip--"Alv- Leu B'lEB moti t in ,1. ca doxy.] -termi.nal ? " siti on ■', odn -p- BBF.L ) 
, t: u: '.h f.ne Lv.: - Aou -Glu-Ala ooin-p - BBB.B i a:, a oont.ro... Th-:- effect ol >dn 
■"jbit-fiBL :.n o'lO.B '. popo.iao eooaniin-ol v/a th recr.:..to:i t ir £ •- o:.: inuLA . or., 

.vu^c-.j u.Bar 1 " r . . and r::\.i\uty i:. HepOl ceUn Although norop-KlJEj v.-as 
.ntema.. 1 zed A-Bo.d le.;;,'- Man the 0 0 t c-spoi. :1m 3 pep t .:;--•- f : ee odn, it 'us 
- - f ul : 10. .re e:fi .fb: in nindioin? :i a..: ( H ' V- i ) gene - :>:p re, s i ■ m in Hepd2 
oelA:-. The intrLt,;'. izat.: on of odn-p-BDBA v;«s a .5 lev; t.= thj.t ■ ■ f: odn-p-KDEL, 

i- £ bi olouoi... acority \/a • lowei, cL::;e to that. : t the peptide- free 
,odr.. on enaocy o.-..- ..- at .o7 . degi e- ■ . , be th conjugates -a- './el J a:, 
tne peptide-f : • -e u-.ir. v;e.te fo.und in a n-utial envi r oo.ment . However, the 
substitution oA an odn vji'h a BBEL met., f altered its intracellular 
trafficKing; m_st uf the odn-p-BDEL v/a^ found in the endoplasmic reticulum 



and in the intermediate z :mpartment as identified by colabeling with 
either an ti-ER 51 :-5 ? .r a:, ti - V.DEL receptor antibodies. : :Tiver , ely, 
-, ln _ { _ - KDEA and pep tid- — free .mi. were loc Olized in ^'e.irulai: ctmp artmerits 
:ot :a) eled with these an: ib :i:e,. In additun, pm!^- = r.a.-e xp er iments 
njwed th-:»t "'dn-p- KDEL an:!. our.-p-KDEA ha. I a . r ;• e et:lux than pep t L :le- f r ee 

■ in. Therefore, the 1 -.r^ in/iea^e in e t r:i ci ■ .-n jy w-t.- due t. . .. the KDEL 
ir'.i:. 

Lli /■j::--wlf. 2? :>f :o 501 f far::-: .opyri:;ht >jo i.-r -R 

1998: I-'m:.:- One Genuine Artizde P.; Nuriber: fjKOSM. P:Oy -cnylene 

jlv:: 1 -grafted lipo- >nK t he t > p-ac i cs . Wo :-cU e H : Rep.rir.t) . jENET 

" ,;; ff 1 " tv ko OJ 5 ilof r'E:- - . :-.n, o-mthercBoro, md .or.-; ?.- : prinz: . aos 

70ME0eM7I 7ERIES < F2F 1>?"- ":1 . 6*C, pp. r j R.d0.i;,ner: AMEF: CHEIU.CAL 

:; •, - . i . •:» y irteemth tr? i:w, vo-o ; ; mi or j>; , :o: :. :■ • :-• . :. : l-x: 9'-' -6 .5c. ?ui . 

nr.:. :y: U3A. Lanrr.iag-: Erg 1 - - h . 

*a;ot?a;; is a; r Ai : aele :x the all and iall f= 'P:iat:-; ' 

AB ?EO-::a.id conjugates have 1: ee:: .: ynt he .: / e .1 -*nd ir,--'c t :: M" ; :eu 

iht: lip :>,--:m. : £ t :> : :.rn .-, -ten:- j olymei -nrf,,:-- b n::e r th oz mhari:e;; drug 
1. 1-"- . i • 'r l ' ' ar ol i vat ior.f . 20. e r'E > -t e i i co^ r :n; reduce:: protein 
b ma rellUar l ec jgn i t : and uptad;-. T:.u,: tho,-r 1 i oo.-. zw-s ?er5::?t in 

v.'i'- ; !<.- >d ; e rruitt i ex* r-:r ' i~ J**: i n Lr.to tuno : , in re Jt - :no, and = ite;-. of 
. n r J -rir j-i.-.n j : n . Thai E'RO-u i a : 0 o a lip : s ome :: mi - 1 nt i .n.,; c.-.n d-d ^.'er 
- Jl .-arr. 4 :,tr.;d drugi tc t:.-- p > * h. 1 :. ? i c:a 1 /it.'.;, ih:>vr. with a Drub i. ::ir. 
vi -at it* lit f t\.mDr • and r^j.-:'.: 3 r rjoma . 2th-: r d::ua.- ,re ; e : n j evaluated 
\. E'EO- 7::o f tea lip r^s c::ie t : rr-iul a r i c :o !:.ike ua- r a : A i j- t r.: s : <: rm 

' ' p ,~ : v-e ' ' tai^etin.:. A:ia- t l n :» .L ly , e:Loi:-- ire bieiri :r ^ppdie.d t 
ji ram 1 l ::an.d- :ue i i n: e 1 vai,fe^::.g Dt l.ig^nd p: e.: ero: u*. ion thr 7 n -henncal 

;>-:i,= M. in - :• the ext.eii : r i'..L fa : t PE: : c :> at: nc: . Improved 

drug targeting nn:= e : : i "her.:.py, v/ni /r. .r:-=.p..i :>:.•- 

intracellular de 1. i -.-e ry f a i ■/ .::.Litea y .h neea to -j:. r r"d ^n:'i- 
di/t r.il. ut: : n -pa : a :.el y i i .>m arua re 1 ea-^.- : r I'-rl lulo r l nte l a .::t. L ens . 

Lll AIL -WEr. •» -:'F - .: 0. 1 f FAf.Off 'OrVPINHT 2 J ^ I •'" 1 . R 

96:57-0 -.7 One G-nnrne Arti.'lv I R Muirur.er: VOOO ME.^:-') '. ' REKEN T -I-F EM DC 1 SOME ?H 
F".'hL0V;iiI I F 3 LATE REOEl'TC P.-I IEOT AT ED EXD00V0 j5 T i . LF.E R 7; O>0:o S; LjIv ? S 
■Reprin--. PURDUE 7X1 \ r , E'EPT 0-:.EK, 1:0: BR2WI: hLD h V: L^AFAOEOTS, IN, 47907 

■ Reprint:; p::RDUE '.'N T I'. r , E»EPT .'r,.FK, W lAF'AV ET T E , III, 4 7-27. BRjOHIMIIAET 
B 1 Or H77 1 00 AOTA---M0 0EC* 'LAP; -"E L L P.E3FAR0H ■ . 4 70 L L 2 r- <: • ,r : 1 . 1 ■ : 2 , H :> . 2, 
>-,j . 2 2 . I3eN: :0>7-4> : r. ret. -:untry: 73.0. L :meua : EK'".LI.: H . 

^ABS'I'P.-V.:? 13 A 1 7^11 ABLE T K OHE ALL .'OCR I ALL FORJIATO* 

AB Fretr :-:10l- .idd is be), i -r\'v :i f.c -nter f erne :•■■•.]. 1 1: y \ 

: v-->Ert.<. L-ru-'d . a ted end :cy t : . .:■ iit me:iih rane :r.-'a rrna:.!- <n.- teLme.; cave::, ae. 
F.O^te irynjaved r ; uc:on:2 ■=• :v.ile.: al=: en*:ei J 7.5 by tOO a ■ 
rv -epoa: r-r.ied.: a ted end tcyt : ?. : ■: , die tr.eir ntv -• r entry ha, r.e-er been 
: .--dy i dentn. £ i-d, 7n thi.L p^per, ;;e = n : v; inte:nri.i zati:»n of 

: . laterin ::rom: le :l !.e conjugates h/ r e tep t e i - ; e , .ri n ;j KB rell: van 

t 2c eked by -tqero.ns '.h-O. n-vuf:. nhly inhibi: ca-ec lae a : :-er:u ly or 
mterr.aliz \tr-:.n su-h as ny.-it..--: in and pO.o rb :.l - R ■■ my l i ta t e -i-etate (7IA). 
'V-j cnara .:~er i z-r ehe intracellular r'ondi t Lo:.s :- wnicli tne 
i : l -4 ; r-;-'P.o 1 .e .vule- ■: olate conjugates are suk s e. juen: ^ y expuj^-^d, -./e 
hve n.e.r.rei'i the pH ■-. f tr.- m i • : i Diupa r tn-r:n*. s of dw fOJa'.e ..:nd : cy t<. s is 
: ithv/ay. pH v.dues of indi "i « ; .i-i.. er. d :e. c r,ia.l c >:c ai^nont,. in ?3 :elh: were 
de* errr...n--:d by • ;ual -ex i-.at r.:n i,ue: - l canning ■: n f ; ;-a... mi f >py, wne.re 
Oh-.- f ] u i re : cen -e r Hti. - >t :"o . t e- DM -MERE - - ;ex '. i ^n rH r-r.:.. Viv-i and vexas 
}-,e<d-d€Xtr,: 1 .n ( pH--m.:;en. 1 1 i \a ■ v.-.:-: u.^ed tc .-:al or 1 a t e ph. Tne. e . tudiea 
r-.r-ealed that 'he pH of fo.a*- con jugate - ''on *. a i ning > mo ■: h> M-ie.;: 
■-orimor.Oy varie:.- between 40-' i.e., with th-- ;H _.n ...one enac jomes ar low 

4.2.' 7he mo.-.t frequent. p?i "•riue in the..e ocnpa rtnu :nt s wa£ similar to 

Lll AJLJWER : OF 3.- EMBA3E CUPYKI <-HT 2)02 SL:^ ELMER LCI . BO/. 

96157946 EMBA3E Document Nu. : . ■ 3 o - 57 94 -5 . Targeting growth factor receptors 
with bispecific molecules. Hokotoff 14.; Chen J.; 2hou O.-HO; Ball E.D.. 



ochocl of rharrnacy, Dept. id Pharmaceutical .Science.?, University of 
Pittsburgh, Pittsburgh, PA AA~ 1 , United States. Current Medicinal 
Chemistry ? '2 AA-lAC) l.-A-'A 

T33N: i~i ^ : 9 - - • ■ 7 ? . :;ODEK: CM- dh*A . Pub. Country: Netherlands. Language: 
En jlifh. .Summary Language: English. 
AB Pen tic;.- gro\r h ra-t^L te>::t; r,3 or. the sucfa.:e of malignant calls bind to 
their .1 i gan< x- v.o. Ah h i gn at:ir...ity, resulting ..n intracellular 
resror.-es w;,i zh .oiu.?e ' di f l:n r-tiatror, grov/th, and the s u -ival ■-• t these 
ceLA=. ?opt:ae r;:' y.ii h fart :: , or nc r.ocl unal antibodies >iAb£ • v/rich 
taroet growth ta -:t i t e::e]i' c : .: , :,a'^ been :'<j:i j ugat>E a to drugs, tuxins, 
r adi ihwidid-- , or . t ho t nw £ 'mat i e< :c gn l ze, a -tis'at e effe-tor ce.! Is which 
can rh...ac :\'-i se . . i: -.ill. ':':ve^ typ^i- «: f :or.;. nga t--d proaut ;, uhi -.h ha^e 
the adu.Afr t 3 malignant -e..:i:L, we i:al.l biiperifit la.decule,. (B.-dlol) 

and is the has:, s : t hi s r- \o -w af.i de. Tha- growth f a : .t ~> \ ■ / r< -ceptor s 
i:r .v. t eu ;.n.:l dc .a..j na. - or.u . bet s . ■ melon i < y te ,-o.imulat hom-ne d-ISH) , 
1,;-,-,;,^,^:!. r- 1 o- ing l tide I BK/GrlP I , epidermal growth fa.-tor 
do.d') , HER-, neu :.u:--.gene protein i HER; ■, i nte rleuk :n- 2 , 

uon cniat o.: t o. — .i. . The :re:arooji. and ti nl : «.: i-::a 1 u = e. 'a :•. t n ty o I: the 
ii .dl : v:i r.cr R W4:>_. aiv >dorus,.ed: . beta . -■ Kid: -dannorr.y il n, [N_»- 4 , 

D- Pne'V AAA! -an t — 'b ■■ , Id 1 In - ICd A- ;:d., - . a.l r r.a . -Midi , DAB - -MP-;-, i iAb_ 2-Lys-BN, 
I ,^ 1 _;-;.j-.t, , ! , : ■ E ATn'a:i\i- dA. , R0XER2 , bAE : 8 r E'jE\ lllln DTRA-. 2=., 

■•ir.» - pi AO HEF-.2 -:AI , 2 b 1 , MDX-2A, n umAd 4 D c ; : >: nurnA} AAHTi , DAB4 ■ 51L-2 , 
i'lViro- DTPA , iC-ue.. • -an.RTII. 1 , OX- . •: -N JF, -no RA03-.1. 

lii am/wer hi a- ^ e: :ka.: 5; :.>fyr:ght in-; .;; els-fam ef. sci . b . "/ . 

95204.". 4 EHBA/" Do.-.u::ivnt N : . : : -bhdd-i. Re ::er - : r - me^l bi tod m-1:.- r o t:y of 
p- --u r.'j; a. ; _v.-ii'-. ;;.dd : n -■ u ::. . t e«:i t.r> nal eyl=t-u i'.:r^ni Hilbiron -tg-:t :.n?.t 
11 '■'■_'.d 1": e l 1 ur"i. 1 ill' •'* ; i'.'i.d ^i.: is i r, .i e ti-u in rjuin-ra r 1 . g= . M= j .i:riar .-A; Basu 
/" K. . : r ^* 0 ,c -R -r nid ^1 T- ;.nno 1 o> ry, Cha nd i g > : h ,:.6j \ : 4 , India. Drug 
>^ 1V e:'v: , .., ..ma'. . t E'eli^ory it..:; "Ar 00 : i ri :r *d Tnerapeutr •. Agroit;:-- 2 '2 
. 4 1 - ; 4 .- • . -b2. 

".-'•' : 4 4. ::■ o'HM: DDHREr . F'u} ■ . Cn.itry: Ur.i.ted .-rate.:. h;in.(uage: 
En j j. is;.. .: ry E-jTi lUa ire : En :: ^ : h . 

AB We i.oo: pr-.;'. r : n'k i y repjitoi; 1. -it the :'.io^erj_ie r r ■ : i:ept. j 1 -oiedia" ed uptake of 
: i l ■ .; ]:. 1 n: • ,: . i oyl 1 .a .i FA2 1 :n.opM:l r- ma 1 - y L.at.eii b.-in- s-rum 
.A..l'Umir. Ilb.A-u r-:ulted in el im.i .r.a*. d < m t: intracellular 
Ilv ; 1 a -iteriL am tub-.- : cul 10 i KT 3 ; in rion=e p:d t; 1 ned ma c r I'phaiies in 
.:aA.r- ; ll-n i:ndi.-L, ~. , E=n."l htoi, £■ . K. 1 1 .9 Al An f. i:ni :u: : o . Agents 
Cn-.;m: tner . ■■ ■ , o -ib) , 7r. ta^s p..d- :,: tn we :■:■]: t 1 1 tnerap-iuvic efldsaoy of 
F'A:A Ibi'A conjugate m '/i^'o .;:..-,inst IO'B :nfe:^:ir. -1 gaine-i pig.: . 
7v/l ;r 4 . ntr r'et> 1 i; ( i v) : n ' T-;tioi.£ it F'Ac-IlbbA conjugate 
weekly lo.-i . ,1 rr-r ^er r«j d.: -.A- on n the nai.c.'ei 'd: b <4 e r: tine lung, 
_'v ; ri an'! ,ih:.-::'. . f tno ..ntb^ted .-,r..\ma.l =, r.h^.i r:.e r 1 :n :/ta.,ed by 
Id: 00 FAS . ! A.-.'. -Mb trea:rner:t. al.-- .noro.^,ed tne .oavivd rite jz the 
.1 rite ::t--;«:i sMnb.;: . Hi "hn i ; n>4 po : si.:- to:\t di:a? ct .:ti v..ty w,.- ib--er r ed in the 
t.HL jet oj-jhi. ••; v;h-r. tno 'lira;: v; ,i .5 'le . i s. r e t e;l as PA2-MBSA conjugate, 
bne s ur>*r- : 1 ei":_.'-.:y ot PAA KBb'A :. t \: rosumcu ly due t se_"Ct..o^e delivery 
1.1 1 -be conjugate t: the ma -in.! :ia , resulting in ennar. z-*> 1 
intracellular 1 : aid 1 i t y 'id rh.; : drug. 

Lll AdtV/FR 21 :..F 3.^ EM EASE C jl-'VF.IGHT ^-b'2 ELidT/IER 3ZI. BAA 

94 34 0. V ' EMBA./E Dno.rKT.t >b. : l.b'bat 7d T : iri^:ti.n^ enzyr:ie3 ! : 1 oan:er 

-a---rap-': Old eni: y:i--- r in n-rn r : le.-r . Dennarsin M. ?. ; Spenet A. A.. Tumour 
':'a raerlnc L -ti » jja'. !• : y, Pioya . P is tow, ..duo :: o Me<n. ral 3 rn<.od , }Rimnv: rsi;U th 
;.p>-dtal , Da An.,- R: ad, London IAA H.R UnLo^-l ELugdDiu. 3::.tish Jaarnal of 
i:ao':er C,/ : - ( ' A ■ ■ ■ AM) 19 -4. 

;:s/: j. )r(A- Aa. v'j DEN: 3J- AA1 . Pub. Country: United Kinjd)m. Language: 
:-di-:.!i:Ai, .dii.aai.ry bari'iruage : En::A.:.sh. 
AB En^-.'n.os win -.h nr.; :;_t.i onally iii=ve pi a yea :n : ) Le : n c^-1 1 -d . rectod 

•vy Aoxic; ty are terming tno... 1 way intc s -n«-:-ies Tor prsdraj activation and 
.: mmur.otox.: n ' owin :;. t.o such sodul ensymatis icti-ity. Alk..line 
phi^-phata.e, car; ^xypep tidaae i , . k eta . - gl jcc sida„es and . beta . -la ztamases 
am:ng many utheu are bein? utilised to regenerate potent anti-cancer 



druas ~r tcxic small molecules from precursors in a bid to enhance their 

ast.:sni:v lr. tum:ur". These prodrug activation systems retire the 

Dcev.,r :-'?tir,g of the enzyme t.o the r.;rfa:e :>f a tumour c---.ll, usually by an 

ant...b>.iv :n it- immun :> re ict: ■ r e f ra;n lent . A re:ent novel approach proposes 

tne intracellular -ehvery j : upr r i>{: ri a t e enzymes, -inch :i.= 

nri-jspa ■ ..i±- r.s ter,.: es, t :.. pirt i .r..ia: cellular :-mpa r truer. ts . There, enzyme 

',--;-y-- .;, m ce..-e s uj > . ■■ t ~ n t i ' r e dam aire rovUz i :icr in iel] death. Cell 

taivr-t n.g f m. wiisia J .i an p n ::■ ■ pn mi U .: tera so ■■ pr:;u ^e? ': t ir-ip t o upon 

■: ? rs f on-. ..:>:. a 1 inmun .t :. n = b*.:hu. : .r- :> t the.r i .r. :r-;a£ ea cy:.ot:;-:n:LVy when 

tarcetod t>: thr ;t pr „ p ri a t e ■:jiap.r:nen: tie. r expectea laaK of, or 

!. :\/e.r, immuri : c-r. . ci t y :r. . i. n i - "- tu- e . 

lii AN*w?.r. ■■? of .- fmfc-yf coro-Ri ;ht toh"! k^syiek fci . f.y. 

93079.-- /: FMK-..-F. b_ s .men'. M: . : . V :< : £ ' / . Tne ::..ri ent :tat.,s : L immurio toxins : 

An :-/i-:v; : 1 ospo t LMonta 1 ,r.d • ] i i . ; .: . : sto:iie, . pre.— nted at tne third 

. rt. rr.ati- saa 1 .fymposiari :>r. i:ima:.-: r. :>>:iy..i . M;>:..n P.M.; Fr :».-.ke 1 A.. 
'Fn -'v: r .-. v r>f I 11 :.r.-.i . t a , 6:»: :V \'MKC, 4. •) :>•:- lawa l -i street, t E, Mi nrieapolis , 
'• • ^ ' ; , '..'nit -a .- tat . he -:eiru a " '' i = • 4 1 :• h 1Y-F. 

• :- : -I . OOIjKM: FF.FFFF. I- -b . .on . t ry : Ftti tea K j :rd : ri . Language: 

ilrii si. . .-'^raiary L^n ;: ua e: Fnirlim. 
AB T.ue Thirl Int.e:;.':t l c n.h. Fymp >-= rum tn - Siivaa j t : xi ns Woi held tri June 

1 ;■ ■ .' 1 , . < tb in Oi Lar.d" , Fl :-r: .U . Tr.is .? yn: jsi.sm was spur..: :-red by NAT'J , NIH, 
Fierce .:nom:.:-al ■ "cmf ;:ny f W.:._t I)i sr.ey ::.,n ->vr 1 ns ' i t-.. .T e at da Hos{: ital, 

;.»af:. : rener... i "e C-.-noe r Cenro: , X : ma , Immun : ci* -n, .:'era;:en, B; t ^ i -Myers 

t-i-bl;, ■:hir:n, Ttn„ Bi r^e-.li, "d ; jtn, Mv < th-.rp and I'tnnie Re.; ear::h 

. : v. ;•: i--,, /c ; ' h-J. : tv. : : i , L-t.i.y b:.:e.;.tc:. hai: e^t :■ ti es , and ii'-'ans 
i.nd .'n* he rlana. : , h--- r.eroe : mm n. : t j:ar. Avn- t d .;|. r o :~ e nrstindmg 

: n t : : 1 ntr ■: :i~ inir i .u :> t ::>::. n ie. -lar .:h lo; ilev-fd \>p:-\.: ;y. f v/ p r e.i on tea to 

Dr..; 'J:,-':.:; Fi r z tie : a : a , r^it.n 'P'k a\, Pavid h i = .be r :r , ^nd In V/:.; :>i , f r 
r he 1 : " '*:'.t t Lz u* j : n.- " n tne ; :-mun : t i. :". fielel. 

lh ;ditwEP y; of zci tFAF.ch :opvri:;ht i.-: r; 

93:43 ih:t r :'n-.; Gename Art.: tie H) hamr^r: hhilo. CON,"V':AJri t'h" Or 1 

AroL: b -r'ROTEiN- b with :,i :>: if..; ;-i:d tak:;f.tin'g to dFLLt ih :.vltu:-;e. 

U.'J I Mib F Reni-nt); Ht'Na F; PAFArLAD K>?SJ LO: D. AFt 1 AFAD 7h'l ,r , DFPT 
blMCHFl-: PHARH, Ftp 5P-i(S. ] T'.'RF", FIXIAFID 'Feprir.-); VUZV CALIF SAN 

FrAiic :.yo cai:'.' ;-.Ft ::i.-rT, ivci f?aii ;:; >, ^.:a, ;-4 .4 ; -;i:iy cal:f 

FrAJJCIt >t PFFT r FtPPT L\ t j L , t.'0: FP^FTttO, OA, 9-1 14! . Ul OCHIMl CA ET 
F T 'j PHV:-.d OA ACTA bi .rin ]. ^ tPd. . . 14 Mo. , , pp. : 1 -• - " 1 ? . :.5.i;N: 
■i ; ■ o- ; 'I '.; . P.F£. ro-n-. ::y : F:M:bCID; CtA. n.,n p..:. ore : FF-tFIFFi, 
-AF3TPA :T I .15 A". 'AT LAP FF T M TnF Abb ;c:b 7. AIL F\1PP\TF- + 
AB Mixed ; h :isc Inolij i "I :-h :>b::- te :: .d i ■ : 1. m. Ur tati:d ; ...po r ^mes were 

-j : njuga'.ed with r.a'..i--e and a "tetylat-d ip i i p. : pr coe i n ::i Up:"-.) , "he 
protein y. yi „ c i 1 o\i d-n.! i ::.y lip -iprotem hDL I . The r-jective 
t; in::r-,,se the . p-rc: l\ ::ity .»f the ■.•.el^'.b. xi ...pt.o<e t J ip :a onif^ by 
u:.il.:.7.i'.. :m :d tne LDT, ar.d :-:a-enaev re.:- {.tea p^onv/^ys . The method of 
jhcioe t: : the c jn ■ u t i :m :j r i.p'jctme.: \:^:n ap>.3 p:" 'e d tc r>e "he 
de*.er l :f.?:vi s :d. al :d.i sat _ cn rennval pro - -e :ir re . T'' r : let e t ;rent. s were 

te^-tod; --.:ai r:n .-;h ,tti« : ;Nitt -tr.d :» yl ;[iao :>= i de (00 . The integrity of the 
L-.ub:..:ig conp.. e:-:e.:. w.-..;j den:)i..: t rat ed r,y tepna i:oi,e CL-4 E, -irel chromatography 
,tr:d Met j amice .^i ..idient ::ojr r.:. :: v^ation. Tne conjugates snov/ed a 
i:m d phy. iical /• tab :.lity and nh^ lea-vines,' v;a s only marginally larger than 
: :<>. un:on -ucrated 1 _p •.oomes . 'th*- inter ijtii- >r. : 1: apoF - ar.d acet.yl 
nib : .p • c a.-"- conjugates w.i.:J. 0' r - 1 and J' '.'4 rolls, : o: p e _:ive...y, 
v;a.. ruoni- a by an :apsul. .,ted pH-.i ens i v i ve f luo r< i.phc r e , pyranine 

-b hydr>.5xy- 1. , 3, c-pyrenet rr.o.i 1 f 'unat.e (Hi 3 ?.:- ) . This dye provides mean.:- of 
■reteeting bi.ndinj and enaocy' .os i s c f conjugates in Ih'ing ceh.:. 
The ir.r email zatr on v/aa .i t"a.-t process and ahout :0--time- fas'ier for the 
O'i- conjugates than fjr the z-.> r r-sponoing anc : ■ n j ugate i liposomes . 
The conjugates snowed a ilea:: concent.rao:. o.o-depenaen t 
association of dye w.rth z^ll., , while th.U was less prominent w.^th 
liposomes. The uptake \<az nearly an order of magnitude faster with CY- 1 
cells than with J774 cells. Acidification of intracellular 



conjugates proceeded fast during the fitst 30 min of incubation 

and reached a minimum value of approx. phi o aft~r ?■ h. The specificity of 

binding of apcP-lip?:-.ome conjugates tc 0Y- 1 ce.-.s wa s 

demons trated ly di-pla. cement experiment. 5 w.Lth n..ti"e LDL. The results 
indicate that apoB- l.:.po3Line conjugates may k e 'i. ed as a delivery 
vehic.l e f ■: t: bit active .mbtances to ::ells. 

lii answer 35 of <:a?:,v.? coryriokt .ac2 acs 

19 90:40)18: tumeut M . 111:1k;, ,r\ r 4 0 large 7- ant. .gen nuclear rgnai 

analoos : £ _::>:.•£.:- ful targeting wim t ovir.e .erum albumin but not 

^ ovj molecular v;eight f Luc re:- cm' conjugates- lobl, Thomas J.; 
Mitch-Hi, Mar,: A.; M.xtr ifio ra , hinda L . V} .ohn C, . , KaLanwzco, MI, 49001, 
-3A) . Firpolymers, - 9l L ! , : &"-.>0;- Sn.gli.-h) H-0. JODEIJ: 3TPMAA. ISSN: 
■00 6- :■ 5 2 5. 

AB Tno :-: itrr.al i^T-eri:- <-.f a :uch. ai- ai rect-d protean •-■ntidea 1. he 

ne -:es-ai; i n £ ■:: : mat : :<:■. f:ot :.;rue' ir.g th»: <.-. • ta ; proteins to the 
- e pL :...cvrj5 . The ^guen te, :=.*. rv..ct ural tegua rem- -nt f:r « junctional 
c.-.n? t"" i " iigr.a". r*r exrlnea with a , en.^ of peptides derived from the 
,:imian v:iu; A \ 1 m: T-antigori nutlear ;". igr.a.l . AV134 ( C ?i:K>:RKVED-NH2 , 
wild typ- i cDrrug.^ed to b m ti.r..e se-ram ,-. l.bamin b.:A t .-.rough ar. N -terminal 
-y • • 1 ) wi th rn-ma in l. doiooc r.oy.b- N- nydi <-:-:yr ucoi n i nude t?:.-;:. K..::lear 
; ;.-:umul^ i ::n was "irvu.l.v complete 1.5 mi r. afto; ni c r : i n j ect l on into green 
:- L onkev kidney tel 1 : TC-A. : eptide.= wim A:?n, On., sr.d 'Tin , .ibctituted 
f,- .• n v .O: : , the mo-ice wild-tvoe oept. de ( REVER EKKE'C- Nl-L ■ ana ".ne long 
;4- reiidue'wi.! a- type .;ta..„g ( > 'YIOEA7ALO OESTI P?'EKRE" lEOEKD^'ES E2R2 - NHS ) , were 
.-.ynthesiren and c .t. : a gate imi.l arly t>.< bEA. Tine cm p e; tide nr.d the 
4 -residue wild-tyf e i.nal.o c-. rrugatea tv 32A ., 1 i- -■ trans} :>rtoa to the 
no tle.^ : at a: a .-otwer race than 1. '"no ::eve:n. e wi 1 i- t ype , O..' r. «r.d 
.•Jn-r.?A conjugates o! : theie i. o:jna] anal :»>.'.•- ^i d : t = h : v: 

v r.-insp: t :• *ho nuc.ea.:- afte; k. ;>f n-.t i. ti In an erft-it to learn 

if au::h .• i rr. a i .i-'e .p.jen^ei- v/:uia -ilt d ta r^t : = small m^l . .-. aon a-- -t 
L 1 ' i 3 i ' e ; " t t.n ::• tt the nntleu.-, 1. fluore;. -ently nne^ v/.tn 

i.ionDbiomri: imane w,.: prepoi. ana nicr;..i.nie :".e:i in- T>/ ^lhs. The pept:ide 

v;^. dict:io.ino:; thr :»u 7 rio ..t one :-.el i . Th. : .ve re,- il t. :3 s^pp. rr tk.e nr.i^n 

r;v:t a i :. J . tnaia^i »-esi 1 .ie at position is :;.-edei Idl i ap i .i nucleai: 

t. t -in5p:-Lt- and mat the intracellular t ran. --pa rt i-ia -.winery has 

.■-f .tti a] : - co gniti -oi . Re - -il*s 'with 1: .1 n- rt;. »h . re ■ j ep> t i .de conjugates 

: U f 3 e.:t rucieai 1 il i zat. 1 :n ■■ f thes.e ly.; m:-L. \n. . p ept. i-.ie- will be 

.il f f.: -..1 r t,:- attain even if a- torche d to. ^ f ynct ionil nuc.e^r i -a L ozat ton 

: e iuen te . 

Lll ANSWER J- JE }.;■ EM3ASE tOPYRlAIT TJJ. EPS E0TI Ek S : I . LA'. 

8 9213- ■: A EM L- E -.unent >lo . : 19:91125:A^. R-.l.e >f i.iund in ai.tib :>dy-di rected 

-r.dDcytc .-is d: : ::.p : Tie; by human T --.1 e- Jcemi ;« ceil;.. M^tt nay K . E . ; /Joai 
A.M. ; ' ::J 1: 3.; Hon :j K. ; V ; 4 p ah -'d" op duI o. 0.; S t r., ^ . i nger R.M. . Dep artrnent 
f Petlia- rios, ", r ni ■ 'e rs ity :: :.alii:o tni. i, SiU Fr ;.n :i= .-A 94 :.4 United 

St-.tes. ■•; 1 .'.:-L Ret a rc:i 4 ?,'1T 4e 79-4 - : ■ iAbla 

;i'.:-'.N: i: ' .o 54 T . lOEM : -^MREA:; . Pur. Country: Unites State:::. Lar. :paage: 
En rl.i s a . i" amm.H i'V han'.: iage : Eniiish. 
AB T.nv rite o t uptake and intracellular p r toe .: .-: l ng n r 

1 1 f ind-c i re ttea drug carriers mny aepei.a hea-'iAy -»:i the - : ndo :.:y r .i :: pathway 
■: :" the tartiet i:\t.ijen. We examined the i ■ d e :» f r lh- targe v. -of. i and type 

• f ant it :;y- l:p me 1 in -:■:>. go \:i dete rrumn? eniotyt^sis -f i.ro-omes by 
-tree nui^an T y-.] : 1- .i ke:ai a; ; , T.irk.t, ' El I , a nd M :d. t - 4 . 2; 
r.mdir.a -.r L :; L :. t t ma 1_ tat l :.n o-'er time we:- f-tui-ed using 
a.: ,3v, " f - r intracellular :;el.i"ery : f \.:p>j.- :-me :tn*:ent.= : new 
f la 3re; c-r.te :.s: a.- is i.ng a I..>H-.h ens i t.i t .. u rescen t dye; and .i trrowtn 
Lnnitdti- r, as,iy ::r o-d oory of cytot. .x.i .: drug, met hot rexate- . garni- la . - 
asnartat---. Li: Dromes targeted a gainst the t r :ms f e :: rin re :eptor showed 
greater : urfa:..e Ion ding, inte ::n ali z itDii, and grmwth i nn _bi tior. than 
lipDi :.me.. targeted ag,in,t the T-cell ..uttace antigens, \D2 , CDi, or CDS . 
Furtherm:ie, iipo-ome, made by conjugating the targeting antibody directly 
to the liposome surface were more efficiently internalized and retained 



a :>ne- ce...l 
two .i r,deooondent 



than were liposomes linked to antit cdy- coated cell- via Protein 
A. .-Jelecticn of: tn- type of antihocy- ... ipo .-- ome conjugate a.; well 
:iS the afpopn,,te surface recep'.oi to facilitate enaocyt-is i.-s essential 
:.r. antirc ay-di roctva drug treatmtr.t c I: cai.cec. 

Lll /JA3WE?. 37 CP ': * 3MrA.SE CCPYRIGhT -M2 ELSE' ME P. .7 CI . 3.". 

89050 ..0* EMBACF. I o "um-r.t No.: 10833" '1 A . Crct,xic act::vi*:y f dam^nbicin 
n -'ir.des i r. cc n -> u 3 - f e 1 to a monocle r.a.l. anvib-dy or. cu.l t.i:><j MCF-7 breast 
.:aroir.-)ma relli . ^ :uh?i:ak E. ; Le, j:: 3.; Bhushana F;ac K. • .P. ; Eau:ain 
j> . ; Tt'uet A.; ..'cnu-ider Y. - J. . Lor. a r^. erne: A ae Bit chim.i e de ri ralogie 
;el i uA-A re, Ur. i f: i te Cat.- oliq- .0 e.e Lou-oin, B l.i : 0 3 r I lot, , Belgium. 
I:i ; chemical Pr.a : m a 7 : 1 joy I- 8. '4 ■".■} 1 I 1 r - 9 . 

TSSI.': ;. . 1 V .. . : >PE:J: 3CA7A6. Ail: . Country: United tinoa-.m. Language: 
F.r. yliAt. luminary L --.nguage : Engl.: .- h . 

Conjugates wo r e cdi.A:^:^! bety-er; caur.... : -A;:. .1 id n or vir.d-r.: in and 

' t ; - r.^ -i.TT„:n i ■ I '< i A r AobuLe in-: mi .: a 1 .0 a : so elated 
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.: -.ep'.ibl -■■ t j r he t L'ee ::irv.ff'- 'I'l-- conjugate between 

ta anor ibi uri an 1 tn-r antttoty a: r>oa r- in.; :t.ic r e, even at Aatitirt: 

v :ri t ration- A a:A._o3:ly. Chv- -:J:1 r- ; .Jt: lion the tt tt; i. :t. tut 
t.ne ce AA, f -t-a an t rut ^cin nit e ::u l.e = rel.e.;.:e:i from the conjugate, 
: mpiiiiu.n;f the :1 it-- g : rea :::n the intracellular c:o:i ten 1 1 a 1 1 
re. quired" i'.<. r tyt 1 1 :-:i r l ty . In :: ;atfi.-t, ::t.tqatijn of vi ;i ;h,,A.t tt tne 



L t :.e] . s t-l.e tt. ..\ r e ;.y :a:cgni:ed by 
alt-r -loit cA tt ::r the lt: : s : i: ir: 



:iy r-.- t.itotu tne a::ti"f:y :A' the drug 
no sp-rtj. :: ic ar.r.Lb :»:iy. h:we'/er, even 
irnirior--a ::t L^i ty and ta tne incomplete 



: el vase it vir.de i' in from tne conjugate, :yt. :>'.: dk.\ ci ty it .•« u.iever; 
A hi erne r /once.n t r 1 : i tas j r Letfui.re.:- l:>rit:r ^xposu re 1. 1 the :D:a;u::ated 
t r .. ari t- . t:a- free dr:,c. Never • he I -?s = , the.:-- l-jsuJ ti. clearly indicate that: 
drug targeting f lour, j :n conjugates "wi th 

tuutud 'tal ant. i o t d:. : s sele tt.. ve ! y l et a ;fn_ te d ana endo tyt ea by tor:jet 
o:dis, c lent L-* o:u:id a dr . t by a l^iataje stable in • ■ >:t ::a ::el I u Lar 
r^e a: urn by hydi olysea. within I yt : => ^m-\- , i.. val. Lei. The p. a n:tia t ;1 :>?ic:a 1 
:r;ierAu: ot ta- diuij at tt-- t.lluh;: lo-el appear, ttoooo, t :■ le also 
•te ry imp :> r*. ant . 

lii aa;sv;er .-a uf 3 9 eabase :obvfa.;ht oja> oLoE'aiea .a:i. baa 

88141917 E: IBA1 E Document Nd. : i -88 .4 L917 . Binding and end tcytJ: :.s of a 

mtn-cltnal antitc :iv to a high molecular weight hunan milk f.at globule 
merrt'.rane-associated antigen r>y cultured A:F~7 breast carcinoma cells. 



Abzud-Pirak E.; Sergent T.; otte-Slachmuylder :.; Aharca J.; Trouet A. ; 
.■'chneider Y.-J.. Uni^ersite 'athzliqae de Louvain, loepa rtement de 
iizcnimie et de Eiolzgie Yelbulaire, 3 UQ'J Bruxell-s, Belgium. :ancer 
r.e-ear::h 4 e . ' I L ( ?1S r-31 3-5) L 9 f : . 

.1 3.'N: :003-:-. ~2. Y Mi F.N : :NREA.' . r ub . Your. try: Ynite"; States. Language : 
F.n .rl ish . Yumma rry h = r. ::ua :je : EnrliMi. 
AB The aim zf t.hi * ; t ..ay v/h.5 Id .-iri ilyze whether a. monc Yonal antibody t :• 
human mi 1 < lor glztule meinb rz.ne- ^ );i .ited ant igens , re: agnized 
, :) ,. :L f ical. Ly and h :m: g-iineou; 1 y ky h um-.TU brea5t carc.no^-. cells but also by 
normal epithelial cell,: izt.iv": in section, zzuld ;e u- ed to r e- t r 1 zt the 
,-. :; .e5s of art i t urn z t a J zir-jgs zeilo -.e:pt z i n ;: the *: it:pc. The 

drug-ar.tibzdv conjugate t- k t uzzd is oor.ztruzted by of a 

■-d valertt p-:-pu i di z linkage st.»ble in e::- t a zel 1 u 1 a r medium but hydro.lyzed by 
. v.-. :• =■ rma.l en z\T:ie= j£:er end: zvt : .oil :•:' : ho- druy :ar : ier conjugate 
. * Thi i mzri ocl z.ual an', ic> :^ iy =r -::zi fically i mnuro: p re z.i : it ate- radi :i:tive 
nr.eii.il f r:m MCr- 7 oe 1 1 3 b i ■ / ynt i.e t i 1 : y r ;od i ■:■ 1 al: - Yed with gaiactz.ze, 
, ; io::-mine, r al:i,i : l z a:: id, . r ;>:Y.i.:: ..i z: b..t not with monnose, Leuzine, 
,,r methiczai r. Ui on t z 1 y a--, ry 1 ani ze ge.. el eot l ph z re ,- is in trie presence of 
,. >iiun\ dodezvl .?.z 1 fate and i mi : zh re izzi , the 1 abe : migrates a- twz bands 
with sparer, n molecular n- : zh' : t about . • ' ar. 1 4 0"-, J 0 !!) . These rands 

di, ar rear, :-r the i i mo l.e:r;l a: weight :. af tezted, a:ter creamer.;, of the 
cells' witn zy :-. L or.ex i mi de o r : :' :*e- 1 lysatea v-itr. tiyps tr., Pror** = *, H' 

o:uinidHi e but r. : t. treatment :■ L trie ir inr.m : p re z ip : ta .te with 
f -na:--lyc:5 i .we F . TrMs :o:?t.:-..; Yhat * neoe - a nt.i ?er... are jI y ::ep r :> te ir.s 



Dpe. By 
ni. zed ny 
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. 3e-:ine, 



a K(d) 
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L ':; 1 1 : T Ul ...L-.. i - i . > r ' J- -t - - - ■ • 1 1 •■ - - - lL h - ■ ^ * J * ^ *- ' — J - - - . 

Anr i jer.-an: i b : :iy a i := - j:i i .r r H :ieyendenr , .: ir.-ze, reipect.i ve l.y, 

t 4 3t: meni rar.e-k :-un.:{ ant.ib :-!;/ are re.eh::.ed durin? v/asnirig at pH 4 . o 



u;rh -I'-lin-.ed j.l.i :r:-i.;.-::r.iri:;T. : ' :: :Yai:v; na ^ i a ] i ;: a z . d m the ep i 
: :iy, they 5h:^la be .romil^r, :f r. ident i zhL, '.-j tr.zi-e te;: 
th-: m:nozL:.r.i't: ar.tib: ziei de . at. e :i hllFGl ■ H . D..r:.:\ell, H . Durr 
Yavl : t - PapiiZij-mitu i : J. inini^inl . , 1. ': . : " : Y: -:]:", 1 i' " ) *r.d Dr : ( 
Y. Ohn an:; h.W. ?M:e, :'. I itu iu:t :• i. . , . : : : :• 6 1 : - :• 6L: , 1 5 'r : ! . Biro: 
;.ne::ree.: :• :: the ?H- iabeiet; •m': Lk :»iy ly M-'F- 7 -ze 1..1 ::- inzizateE 
.-.oezitic attaznmerit :A ab.-.ut 1 . - >: lv*'- IoJ m: lezule-:- per cell:- >.'i 

at 14 :.K. At Y . :le :: zee . Y, :>:• l.Li, t =,ee up tne rH-Jabel.ed an: 
am.'.r.t.i mu :-h r.ighet than the bin :;ir. j :.:.-.!■« ::i ty . In ai:iiti:n to 
zell-a: s:ciated material, lan-de:; diiie- ti :r :einzt,. are release:! i:itz the 
culture medium. Ye J 1 f r h zt.i. z:i..iti zr. oy <ii 1 lerer.tL kI -tent ri iugat.i : n an<:i 

sor y z.ai z e zu : 1 ik r u t i :oi :»n = i .'. r : .-: e ?r .di ent i n:ii ::at.e- tr.at. the k -1 k f 
zel 1 -a£ s zciate ::l aatir.ziy := .1^ - -. r : b a t"d lies tne marker enzyme : f: 

trnes. A.lYnouern t.-xe :.ot = l uj: take Y tne antikoay k-y tne zell- i .5 
unaffected rz' either 1 J . nu . ! I zn 1 ■. r :> :( . : r.e or : .m^. 7 - mi zyc Yjhex i .mi de , the 
release of zr ■::■:■:. t i : n pr :> :iuzt.; i .:>mp.etely ir.nikdted by zhio to:jine. 

and 
and 

■; . . . These result.: .-upp-zrY th- nyr :>tn-r.-' i ;f. tn:=t znztz r^ouno t; a pla;una 
nemrr.ne erifpe, t he* unt-b zdy io rariuly en do zy t zi -■:! ano del.ivereo t z- 
lv. : -:sz:nes t zr zizeztizn. Ant. ioen - an t ib". dy oi : £ zc i at i.on :::uld >zz:zer a= a 
result of a : we i £ H in end j.-..'.'mez :,nn >. r 1 ys zz zmes . Yinz^ trie uptake at 
:7.de::tee.Y far e>: zeedi the I . ue :: ree . Y bir.air.g ca pa zity :f t:he plasma 
rtiezikrine arid i z c : nt zn a zuz z-^r ex ten -d period- z£ time, trie i e zw t be a 
me Matzi sm al.L rowing the zzntinuouz supply zt antigen K.o tne plains 
iuerik r ir.e . Tr.e ubeenze zt .in eLt-ozt :> f n : z :e \ :\ ne, dno knov/n to 
mzrease the end: somnl ana lyezszr^l pH, zu the uptake zf tne antibody 
ouTzeots that die s z z L at i on zf antobozly f r zni epitzpe .at a -id pH iz r.ot 
re izired for continuous f upply t :< the } .1 a .-ma mem;: rane. ; ince 
cy.zl Dneximi de ; a protein yr.the.:. ii. izzuoZzr, dczz not affect 
t uptake zf the ant ibray, ant..zen ne< : : ynt hea 1 s no-: no: seem to k e 
:: rr-cLved. There f> re, the .-..nt.i'.ien zou l.d aerjve frzm .i large 
intracellular pod, vhi zh iz . up ported by binding of labeled 

ant.iozay to ceLl; p re in zul a t eu v/itn znnlaloeleo a.ntilooiy and then was hed out 
:;n tne presence oi ' oy zlz lo -xim. de . All these results strongly sugge.it that 
*hi.s antibody :s e-r.d.: cy: c . ed, gain,, access to lyszsuues, and could 
"herefcr be an appropriate cairier for drug targeting 
ba^ed on the lysosomotnpic concept. 
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87039:7"* F.ML-ASK D^cum^nt No.: J ) :7 1 3 9 17 - . Anticancer agents coupled to 

N- .2-hyarco:ypr:pyl methacryl mide oopolymei- . E. Evaluation of dauncmycin 

and pi. .•••my v in conjugates in vitro. Puncan R. ; 

Fonecd^o-u- Reim-:.r.ov^ P.; Str:n.:l:i J.; e- a.L.. Department «: f Biological 
V-2 it -. r Cf: . . Vniv-rs-^v of Fee Pi-, Keel-;, ; : ;ta£l ordshire ST5 .'IPG, United 
Ki:,r;c:cri.'^Ltid. .v^ra.l or: ^.iver 1 l 0 2 (10:-174! 1 937. 
OOPF.N : i-.JCAAI . Pul: . O: unt r/: United Kingdcn. Language: Eng 1 i s h . 
AE Purine :e:'tnt vea;.: N- ( 2 - hyar^xypr ?pyl met haoi. yl amide (HPKA) copolymers 
have oeveloreo; a. ta r 'rjel-.tb ' e :;Vug ;a r j 1 * ■ r s . The- e soluble synthetic 

r'oiyme.i- a:e i nterna li zoo by :e-ls i: y p..n : cyt,: 3i s ana they can be 
ta-lcr-uuaao to .include pertidyl a i ::e ■ dta ms de tradable i:, ' racel 1 ular ly by 
.uoeoit:: 1 ■/.?-.= :mal enryni^f. Tnu- tr.ey provide -ho opr ortunity t :> achieve 
■:-om:l_od intracellular del i"e ry : i unti r^ncer agent a . Tne 
an- .hi a al _r.-- ar.t i bloti :: d a an ompcin , and protein t ynrhes- .- 
inn.: k it" c ]. u : uny:;^, were b : :nd to HPMA o:toaymer::; via .several different 
t eptide a.i d.-- or. a i n.\ , in:dudiny Gly-'Rly, Sd y-P:.e - 2eu- Gl y and 
Pi ■/- Phe- Pne - 2e ^ . 1 :a our a: i : n •:• :' polyrr.e ::--druc: conjugates w:'h 
;:',i a ^,:l 1 • . :- : ■ n l a 2. enzymea i either a mrxture of rat River lyaos omal 
-nzvrue- or purified tn L o 1 - dep- 'ivaen: iy.-.os :ma_ p rotei r.ai e.: , cathepsina P 
.- jri d" r.) .■ li -vo.i that :ignifioant release ■_ £ c:ta:; :::cur:ea cer 20 h, mon- 
t-h-in :■»> ■:£ oa:.n:ny :dr. and more than 3 = :f pu c :my:in he.:i.g liberated. To 
'eat their pna tun.: .d og L oa J acti'd ty conjugates were i r.cj): -.ted 
v.-.i :.h e.i -..her '.he noi-e' Leu-iemi. L12 1 >, o: the hu:uur. 1 pmpriL i laa to id 
. eu>:aen: a .' !'.P? in "i t l d . The conjugates teit>.vl. were -ill ..-.-os 
■:. f d e :.t i"e : h-jr. f l o: daur.-: :ny :u n, but tn^p showed ;li f fd- rent i al toxicity 
UA .i ri iV PI . 1 .■ ::epeT:oln? :r." trie amir.:a-:.d :o:jum::o of d.e.; : drua-polymer 
link=je. p.:P.,d of fu :v j; y 1. .-m: r.e - : em. nati n : ide- :l.aLn.. into the HPIIA 

- 1 nn-rr ~ - l u :;t u r - in:i r i=^e ^ tne dinn :y :d conjugates ! or the 
Pi: la' -eil :n-nur :,r.- and tv ; ;d.:.e.l in .r:i -.reaped t oxicit y. Tn contrast 
H?:L\-.::a-..n::tiyz.i r. conjugates with or v.u.th" it. f n :o a yl ami ne a: fe::te:l 
::KF :'ell o:^ally, kar tnia ^ell line v-:S nmro £ er.sit.i .'e '.nan tne mouse 
leukemia r • ; th free ano p :d yme r-o : .nid i .a un-myc Lri . I ricu;:> '« tr :>n o i: L121" 
:-ehi..: .in p ; 1 ymer -1: - and dau:i ::nyc . n f:r ^_ n, f.ll^wed ry plat.i.nc -ells out 
in ! :w >-r. .: i r y .i r. .iru:r-fLoe medium, oh -we :; tn^t -:i :o:.::en:.:.ati.or. of 
r dyniei" ;):u;d :n\.<z I i r- 4 .ni.i. ? ml - L ) J>di be ;electe:; to thieve a 
ryr.-.t :■>:: : - f t eo: . 
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= :■ 3 1 1 .!..; ni u h- , f h : nat-: 

L:; 3 2 Id_ AND P I 3 : H ").:■ F'iP'.'PPTE 

=: dur remove 1 i : 

process]:::; come ieted Fti-. 2:3 
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L14 api:-.v:er . ■: - . cap:,V3 ::<2?u'f.i jht 20 d: a o 

1992 .1 : [• : ivini^nt 11.7:205. .2. Treatment. >>t osheot-or o .; : a v/ith 

r n • •:- '- .-i v ar ar.c; e .:r: jeni . I lo >.e <e r , J zei yn Elaine > No: v:ich Eaton 

t n t rm'J veu : i ca 1 : , Pn o . , V.:A) . ? :T 1 ' . Api : . L4 4 7 4 Ai 1^923^03, 4n 

pes :pna':'E[ states: v:: at, au, riEJ, 3:;, pp, -:a, s. , pe, pk, es, 
fi, re, hp, .d, r: : p kr, 'J', hg, m:j, mv;, is, mo, ?P, Rj, ru, SP, SE; 

I-.W: AT, BF , bP, RJ, OF, CG, Z:i, CI, CM, DE, PR, PS, PR, CA, CB, GR, IT, 
Pd, V/:, MI , MR, y.L, SE, SN, TP, TG. (Sngl ith: . CODEX: ? IXXD2 . 
APL'LI SAT ION: W? l:^2-VoSt4 19920131. PRI2R1TP: dS 1P91--551777 U91022*.. 
AB C-3V^cp'0rosis i; treated in hrmans o:' animals ul:h a bone- active 
r h tip honate , e; f . a bisphosphonate a 

E h^sphonoalkylpho.phonate [.gtoreq.0.1 LED (least ED). 'day] and an estrogen 



( . gtoreg. 0 . 2-0 . 8 LED 'dav) . Thus, a wonan with postmenopausal osteop:rosis 
was treated dailv f-.r l'yr uith 2- C-pyr idyl ) - 1-Lydroxye _hane-l , 1- 
bisphcsphonir acid 11 ing in a tablet) and 17 . beta . -esti adicl (0.0^ nig 

rrcm a transdermal patch). 

L14 ;jj.rwEF- J lF 2 ca:l^.; copyright :ou acs 

1 993:--.- c l D:cu:nent bo. !18:on:51 Corrugates for targeted delivery of lone 
q-.-wth -a-to:?. ter.i z, Hani.e; F w ci;, David fCeltrix ?harinaceu:ical; ( 
~ , USA'.. Ear. ?.c. Appl . BP : . 7 i- -14 Al 19 92111 1, 9 pf . DESIGNATED 
STATES : P.: AT, BE, OH, DE, Db, E: ■ , FR, G5, oh, IT, LI, LU, MC, NL, IT, 
SB. lEn<.:lisri) . CODEK: EPXXDV:. APPLICATION: EP 1 992 -2 04 14H 1SO2D50'-. 
t'r.TOP.ITV: US 1991- 9 : :4 .57 1. 9 9 1 0 5 1 0 . 
AP A }: :ri-r -jr :wth fact c r, such r=s the t:a:„--::i; nurui growth factOL - .beta . 

7 -[.v. .b-^ a . ■ , a<-:t i -\t:t .uid bene morphc ,:>meti.c protein, die c: njugated a 
tat :teiin<-: m.-l . wi f i. c ne af: ir.it .y '! to*- racy dine, caloeir., 
bisphosphonate, t : <;:*n , etc.). Conuqation is can iea out using 
.1 • .linker, p: t :•■ rably a -ynthe-d v hyero}: hid :. c polymer, sucn as rSC. 

■; l , ;.!]-,, , : f _ . mi. . rue 1 -etracyr.1 ir.e in . .mu.md k ::.^epoxy-- PEG was heatod at 
n,..;;^!-^., fcll.owed by the'aadr.. :>i ■■ sdn. of 10 9 . mu . g TFF- . beta . .. .i.n 
v :p, borate 1 1 " 9.02 - Sic' a:.d ' n - acetc not rile and pH adjustment 
9, t-i ji-e the T 9b . beta . - F'EG- ten 1 ■ . ":y :: 1 inr -endnote. 
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2( 00 :"■.:' 12 Drcumer.t H. . 1 : iy. : 2.4e4"5 A *u.> y:ar, dsub.l e -bland romp a tls in d: 

-str:::en an ire ^n vi:; :on ; uo i ted Mr..r j;ers in = u : gi ::dl y me r. op a us \\ v:nen: 
dd'ecrs - b:ne m nerd density, synpMn.: and li pl.d profiler, 
ir.arrett-dnnir, E_ .: :vd>.:th; Y:\in?, R.«r.\l.d; Notelovit Morris; Sulld.^r., 
2-v; V.'ii" a, Brind,-.; Tang, Hwa-Mdg; Id!, nr., J:^,epn (Department of: Bam.dy 
rnd Pre-'-riti.ve Med. .:me, o ::h: :>1 o f Ile.iicine, Hr.i veri.i.t y of Cili form--;, San 
r ( i'e,;:* In C:dJa, ' :A, 92 9 9 :!••••! c O"? , 1 ISA! . 7:^r:.c-. 1 of Reproductive Me^i .:iae, 
.14.1;;., . 0 1 2 - .1 A : 0 Er.iuisrn 1 999. CODFJI: JRPILAP. ISSN: 0924-^75: . 
Puol :d.-;r: . r :u rr.al .->:' Hep roc ^ ,:t i.vo Ileijoine, Inc.. 

Ab 'i'/.e e:fe-t£ : : tw. i -'se.:. :> I: 1 :m y i' r-rte i eiju^ne es* rsger. 2'ES! :m:l r.v;< » :f 
► teri fie:; e-troeTTt. idus met r.yl te.-, to* ter :»ne E - A} were :::i|>:i red in 
.: ,ra. ca ^ 1 y :iv: n jf t -./omen. A cjj-y-i.::, pa 1 a 1 1 -.1. -q r :>up , doab l.e-bl ^n ^ 
.■tail'.- of :'ll v/jnei. •.r.n -.. v;ct:e r r.n :l.-)mi.y --t -.i; i.gned to one m four re ifimen-. : (1) 
.'.BE, ' :! :ru, :1; •/ CEE , 1. . 1 '> m : r dl ; e,; t e r i 1 1 e d es t r :»gen.: , bd', nip + 

met h , :l tes : os t er'jne, i.25 nig :;; 'ji: . e.j te ri i'ied es t r ogerui , ..25, - 
met nvi t.estootet un-: , .. . S mp'c;. Study parameter.: were symptom.;, Lipids, 
b i.ne* mine Lai a., : de -ffe::\= and .:-.-»f.e.y . Al 1 treatments prevente :1 Izss 
-,f r ir. the • p^ne and nip. The hi fhor E - A dose increased spin.: and 
bi.p HMD n:.r* t.nnn ..the:: tre.dnents d- 1 :. 90.!) . All treatment.-, impri-ed 
r-ier.:>pau.-;a] -■■ yni::a on.. , vjwtn n. t--s lvfni 1c -citly greater impr :»ver.ient s Ln 
we i L e 1:1c: .-.r.c: , e:v..d wit-net. in the E +■ 2i :ir:t.}'S. Similar mil 
.■ l rwi 1 t i "rant ^e :u ea - : ■ : .■ :.n lo\;-d. lipupr >tein ere t e ooad. in ail group;, cut 
hi. -n- d. Lip >::rove_:i .-.ud triglyceri :lef- were increased only in the unopposed 
est r :ore:n gr >'.p.: [ ? •: . 99 1 . Hi rs ut 1 :>n was unc MTunoii and .< imi Lar- in a 1 ... 
jr lur'S at tw: year.-. . discontinuation rates itm; reasons for v/ithdra\;al 
frr.m' the study wer- similar in both groups . N :• elin. ri jnlfi rant ide 
efferts or lab. te.it annormalit ics wese =een. As compared to estrogen 
alone, E - A siifnCicantly improved bI!D and was well tolerated in 
surgically menopausal women. 
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1998:".J715! TDConent N d . 1^ 9 : 1' r C-5 1 0 Rules t r the design of the sequence and 
;x»se ccmp . si' . on ->f anto;?en.-e 3 Lig : nu Le :> - ides to max -..mi ze their 
^::te:tive:.rs, . S ":h L mgon.: i > -\ en, K E: ::1 -he rmann; Bry:= zh, Wolf gan.i 
i Bi o ji.- £t: .-. .->.■£.*: A a rhaft fun Bi smt LikuUr- Diaqno.-T.i-; m.k.H., -Germany) . 

r i , t i. p: • . SP 3 3 ,; A ~ r A. AA9AA0S, .;: 3 ■ pp. DEl-MGNATFD STATE?: R: AT, 
BK, :V., Dr., DF\ X-X FP , OP, IT, Li, 1' , NL, 'E, 110, = T, IE, FI . 

iFr.gl:.Eh). AiDEX: SPFXDX. Ar PLI CATION : E? 19 97- . ''' 1 HI 199A)1F1. 

AB Gnidelir.e:-: f : i th- de.- l. rrn :■ in::;^i,s- n L ■ jon 1 icl- t ides effect: against 
a ,.n : ,v:r. a-.-r.e ..re -s;:^-^ The o :nip .1 e : e -equon.:- d! : the gene may be 
n-lrAul I r. t:A- d-r.: - jn :< : ir.vi.Een.1 e i ? urn: rl eoticU - , The anti,-. rve 
o-::'ei.oe :,,s L^njtri 5 - A nu ::i e-t .i de = . IT coi.t*; n.= n<: morv thai, c 

iuni-ss :r 1 as- an ,1 -> j.- ar .'. e lAum:n;: "hree hy\r :">:r. tends w::r. 
-r.Ao.?:r.e. I: d » - n :: r.ta.i r. £ c - :i.E^."di'^ b •: r 1: a ee e iKeio :rs 

::.voa;:d e o: f„i.:nini throe hyd f : :jen r-or.as v/ivh zyt.. .-one, i.e. the A-iyret. 
. : .e':ruei. :-e nust r. A. .: j: A i .: n Che ser.en^v :' CCCG--3 ' . Tt airo do--.- not 
: ;vt.-^n t v.' : .• .-•:.= .■ f tXie'- :u:.e o:.viv''E: b = ie_- o: bate , a 1 •:<::' ? cap, A A:- ol 
A:mii.:r thre-r hyd: j i-r. o.n:::.- witn -yTOiin-r, i.e. r.h* target se^e:.:- must 
n-t ::fr.ti.r. t w: , : -p . ^/ :. : in-: se;:o:T.:, : ' 700-. A. The raAi :> be-v.-er. 

idues. i ; r::i; r. to. / Xydr :ji-n Ponao pot r-iidoe 01 \;ith :i : o t...: c-.:t mc 1 . 
th i £' *:■ le.iEl-.: r o:n. :.:(" vn: oe ny:.lr:;:on i:ori.;.'- }•! :e.:-ia'.e ;Y , m..i t lie 
i.n the ran ::e !• . : .!: . 
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1998 : !• •. i oEcirierA I." :> . 1 : 7 o : " DA' "el = v- : :d.o- 1 1 :'l oed •:.or.i-?a:-v. -> t 

i " .beta. - [K- 'i; ' - ::; A ::■ r ''O T h*.d 1 A7 ' - i *.. r :e > ] ::a i ban. -.y 1 \ .-in id no ^cii. .-.nd their 
ariviner.fd »it: - ao- : --vy -v?^i.,:t. :.'okde No p:' :>s* *t-- o=:oinoma no-1-.l in rats. 
Tana, VA ; Schr.e i .Ivt, II. K- ; F i = enh r.ir.d, fA (D-'-p. .A Cnenu t t'y , L»i'd f. ion of 
F-:d Chom. Et : y e,:o; El.": r . r.merA hL 7 :o: i :»;:/, '.AA'ei - = l -.y Kai.-.TilaiiTern, 
K.-ii =ei la.rer:., 6 '-"^ Germany . Ant i - eh:, .-.e r Dru>: De.-. .-.an, ] -A 7 , : 1 5- - £ 2 4 

Fnoiiih) 19--. 'T.ijFK: /AAOFA. 1 A A I ! : A;.-AA- 9 - o-5 . Punl i i h-E- r : jy.t ">rd 
Mr. i veio-i tv Pre^i . 

AB Tr.^ :-.c ve.r Et. : :i:l : n; :■ . 7 . oe t -. . ■ | X- | ' - i - ': :\.'.. j r-/ 1 hy.l ) -N ' - 

n: t r n, : ] ra : b<tiu:.y A .rly ::y 1 - 1 n :: c :o = »- I e i >ne 1 I and ; 7 . t eta . - ; I"- T7 ' - ■ 2- 
::h 1 oft .ethyl ) AT -n: T l ».-:■).■ i 1 1 .ar:i:.y 1 )- :.- -r. . 1 any i - J . o n.; :^it:s:er :»rie 5 v;eie 
-•r.t:-.( A .-i:,d -n-. : i A o: i ^■■■■i v/ L tn .- -e- .e. r e .: t tc. affinity f r .EEte^ii 

rore^o::^ an.; t A : moij- ;-:r.i ■: t : io,-y. At. an i . }. . d:,.ag-E of 50 nyj'ka, 
i: n j .of E:te.L- 1 -in.:; . .r.c;u :>.- d ..r r :>n\: t.nmoi .:.:.i.o:Ao. j1: Mck e.l Nb } r "».• tate 

-in: ma in iat> , \> i* a 1 .: : a ma ia:e.-: o ; .: :•£' Fody ut. In two Lor toe r 
e;-:::-to., T reatiaer.t vh :;iv;'ii ^.e 2 -tT. a d:..r e or: i ': mg -<.g demon.: t r- it ed high 
.E,r.tituiuc :• oAoviA' w.Th-iT .:.ndi r: t ti ^n : t : '..i.ty. Cor. j -ga re .. a :nieved 
one aaine f..m:-: ::: .ot:. lr.hib.i.t - :>n a: a. near :y UJ3f' "•Id .-i r.t .i ty -> : .". in the 
U : \ : i .:. Mb m; d---.: i'.. ..-i u.A ': t :-.!.er ited d:..iage. A 1 3:: rl:.-T e qui mol ; r m.ixt. of 
vir: 1 in d II- ( 2 - or. I. r hy '.. ) -1A v.. i 1 1. o r ^ -::-ej. r ban .■'/! (■:].'■ ' ■ -a .lar.i and 
i njCe.: *■: 3 '. : n-"- v;,-».:- .:■ yn.i f - :: dot ] y m: r:e toxio Than n y.,g it: e , ihDV/ing 
.a- :.uv t. h-:r ^ai\- ;d"e:.:>- et f eot :>n the b: dy v;v. a a l he -,: roi \j g 1 1 e ^: ;.i jh 

a je. 1 "NC L-a 1 ar.. n^r ^t eqi,::tnU;i i;;- Ea>: wa..- :i:.:).iy tone, z-i\.i ir.g early 
do Eith f all ..-.nirr.l .: . 
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AB The invention exploits a novel mechanism for phot .-.sensitizer localization, 



namelv interaction with the high-affinity receptor? which mediate the 
hormonal signals transmitted by steroids (and some other hormones such as 
th"r:.xine, retinoid.-, and ne^er.^ of vitamin : family). Tae.--- receptor- 
ate expressed only m specific cell type,: - and iy their expression they 
confer hormone sensitivity on diose cell.-- . The .1 n-ention provides ^ 
horm ne.'chrcmophoL-e ccnju^^es which Lav. rea:-c r..«ble binding affinity 
touaids the !i;.rmc:ie receptur protein ana metn. as ot admini- tesing them to 
pati-mt.- as- :■;{. eci :!i .-. p hot ^ns iti zing agents vhi -.h ran direct lethal, 
nanare toward rece} tc :-}>:>■;■ . c:el.l lines upon nmcn. with "is.rle light. 
7hes- hormone, chrome pl.L re c<.njug<*tes bound to n dear ho rm-ne receptors 
can • v ■a.^d as aelef-ti-e m<- .! . "delivery 5 y:: torn:- 1 photodynam: :: therapy. 

li 6 an:;wf.p. 1 of caflv? cot -/pi gut ..00;: h* 

1997 : > 1.5? '-4 Document Ku . . S -£ 1 D:i Ant: sen.;- e o.lig r.u:b:otid-s :or 
I reseat-,-.- ar eo; fie antiaen . proba-n 1'ol shemotnerapy benign 
]- V}:e . : - { i., ■ a canc-.-r ■ f: the pro.r..,to. ^..^eauk, Paul A. Worsester 
F n;n "s»t 1 ■: n for Bi^m-di-ai bseaiah, dl'A; r. aneoni 7, Paul A. . E'CT Int. 
Appl. WO -71.. 72 Ad 19 .-7 n i 49 pp. DM.:: SHAMED STATFA: W: AV, CA, CN, 

n>, -d , b, up; f.w: at, be, ok. dl, dk, ?l/, fi , fa, gr, or, ie, it, 

pa' J/.;, MI. , ?T, SF. (Fnal.sh) . OsDEi:: blXXIa. APP7I OATb N : WO 
.cc-usb .:■ 3 i??o :• . PP7 7177: *":> H9': - 4 0 i-1 1 .-9 L 0't: ? . 
AB Ileth.ds : t s^eot.v. 1 y in.-..:; it.mg the growth f :u: ki 1 .1 ing p;> static cells 
asin- an:, sen. e ; . 1 .: . :.u :i - • * : aes t. pn:.rate-;pe..a:!:r..: genes a : e disclosed. 
Trie a. 1 r : nucl - 01 lie. m-y r...n"€ natiaai nu .:bn: ac.d s*.:.. ;tuaa: sr may be 
m.xliM ed : . i .1 nasi-:'.: ;as with eida.ni ;:< d .-..ability or 'aisiu-r .uecifao 
a ira- .i:.:i. The pros- I are. --ci !:i :: .renes 1 • wn:c:h the astis-m.:- may be 
gi re- te d : isc7..de' th-; I-.' A and the p :<:•;:> a; ?en-. Pharma i;u' i a : I conpns. 
micl .1:1:1.1 . a na anther., e ■: ? 1 genu al oot: de ■ are al.-o dossribed t:r use in 
-he ci- thsu . Tne rvth.d.; 'as:: or;a:,:a, a:- of: pasticibas u'i.lity in the 
-reatment of i. eriUn 1 rust*' 1 c hyr *rp L^i t n pro.-tate -a:ic-r. 

L16 ANAWF.R n OF : :- 7APIAT C 91 ARldlHT I ;0: A 

1997 : : 3 .1 (1 '■ : Document II : . ..75: - d ■ Jl Ant.isen.e :> 1 ig 3nx;. :> t Ld-? = » c the 

•indr -:e:i receptor ana .-. :: i d- s 1: Lb tc as t. :r Dwt.n factor in cneraM herap.y or 

ben-fa :i yj,er:: 1 as i x . 1 }ro;sate s,:.-;es. I.^nes-ik, Paul. A, Wsrcester 
F :rin:i-;t:.::i f 1 r i "ir- :ii 7a.l r-.e = e a c , "777; I im* -run, Pa .7. A. . i CT Int. 

Ann:... Wa -.'"111?: AI 19.-70? , 50 p.p. DLA'7 71777 FU STA77A : W: At', CA, CN, 
, tin, :\:; P7J : AT, Bb, CH, L'E, 7b, 7A, FT, FR, '.3, 5R, IF, IT, 77, 

M7, bL, Fi7 AE, En: f l:sh) . Cb)DFN: -'IXaD.^ APP LI7A7 1 JN : WI .9 9 o -UAi 5 D 8 1 
;7 (j -y-2 Pbl 3rd IT: " V ■ 1 ^ r - 4 ?) L ? . r.^'O K.'b 

AB Heth -is : i s-rle:;t ..vdy innu.dtLni the :p::>wth :»i >r k:d. 1. mg t 1 .»;■ tatis: 

■:ell,, anna -,nt i ,.en.r e :>1 i .r .cm - Le stilus •::» prvst-tte spesifi.c rones, are 
-ii,cl:s-a. 'Tne ::le ide.5 n ay nav^ nat ira.. nu'deic ^id structures 

.r n.-x-: be mod- f iel -li eoti:;es v/j.tn enhance! stabj.Lity i>r tissue 

., t ,. ; .ci :i :: t.ar::etirg. 'Ine cristate :;p-d:7: ^enes t- whirh the aritisense 

rL ': t y directed iucbud-- th-r androy-ii receptor and acidis t lL roblas t growth 
rast.a- .:-.-nes . Pn nr: rr, c-ut i .a-. 1 ZDnpr.s. in ":1 a ding ssi ;h an t i s; -r.se 
■ Li cf ..nu-leDt i des trv alii l-scrLbed b.»r i,e m tne metrods;. 'Ihe methDds 
•nd :,foii'.ti .ire :>! paitisbair utility isi tne treatment 1: renign 

prjst-.tsc nyp^rpdiS-:, ir prostate s.inseta 

li 6 ArbrwFb : ;>f %-.> :apl75; ddP'/bidH:' .7bt. a:3 

19 97:5 L c a-i )■ pDcuiient II . .27:.. •?> C 1 7 7 lUsoed decline in serum .: in ":ent rat ^ on? 

t' a 1; - a : . Cl ) sea ■ t. e r d i d jreiJis a":: an i :o:i.]ii;j itsd :mdrs; jen metabolites 
;1 . i: ;,.n.! taang. Labne, Fern\nd; beAaaife::, Aln.n; Cusuri, Li »ne . ; Gomez, 
Am. e-Iu ..s ; C-itndas, Lernard Laboratnry Ibdecbar End ) :: 1: i .10 ..ogy , CHUI, Re* . 
/enter, he Centre II. s p 1 t a 1. r Un: ve r si ta ire Quebec, L:eaal University, 
■juebe :, A 7' 4 As , Jan. ! . Joarnal d: ::linical End jcrino.Dgy an 1 Metaboln- m f 
-2 ),' „vib-. 71 02 .b.absn) . 997. 10 DEN : J IEMAZ . IS.5N: 00-.- *"2X. 
Pur-1 i - her : EnlDcriui-.- Society. 

AB The present data :h . w a dramatic decline in tne :i rcul at in t le-els :;f 
lehydroepiandr^ster . ne ( DHE.7) , DTAEA- sul fate (DHEA-3), an dr js t- 5-ene - 
o beta.,17.b-ta.-di_l (5-disl), 5- diol-sul f ate, 5-diol-fatty acid esters, 



and andrcstenedi^ne in both men and w:men between the ages nf ."0-3!) yr. 
In the 5:- t:. 60-yr-cld grsup, serum DHEA decreased by 4 ■ and "0- from 
its oeak valae.' in 7A - - t i-O-yr-uld :nen and wjmen, resp. The -l jr. 
concns. ■: f the c:-nj oat-:; net ito li:e- of d: by :;nte- tD3t ercne ( AdT ) , namely 
andr^retone (AD?) -d, an :;r tst ar.e - 3 . al pha . , : .beta, -di :A ( s . alpha. -dinl-G) , 
andr^t^-'.b'iti., :.T . b-"-t a . -di A. ( e . bet a . - :1: A - S ) , an d ADT-sui ate ate the 
most reliable pa t am--: e r .- :>t the total, sndrsyen roo".. in ;oth rsm and yomen, 
■ >Jr> erea.' serum te ? s : e t: . hv an i :>Kr tar. be e:; a s Matters :■ t ■ ^ti^har 
secretion 11. r;v;n ar. I inf e ii ti t i a 1 s-'ariari ■: e :uo : i sn in v/Dnen. Lie serum 
.:;,ncr.. st thes-: •■an.:u:;. s : .r.j u g a te d ...rdcigea met ai: : l.ites decreased by 40.8- 
•.. : , 7.:;. ce-.v/e-n tin- 20 f :■ AD-yr-: 1 :1 and "(•- t : : 0-yr-oLcd ay--- gto.ipr in 
men and vom-r:., res* . , t:.as 5ug^ = ti:.? a par hi : el oocrea:;e in Aae tot:.!. 
..mdr j-rr. r :■ :-l wit n ,-. ge. As es: .1. y me 5 -:uremerit : t t he c: r jubit. isrig levels 
: ,f the~e V A* .iat ed meitabslit.es :■ f PHT, it j • :i : : e worthy that, women 

r :id «.;=-.- arpr '^A ■: f ' he tstai ar.1t jgrr.= fouid in men. In women, moot 
':. f the_e .=,r.:lfL'.ie:i.3 : tj nr.aVe ft :>m t ne t r a n- li :• rm = ■ i :»n Di' DK£A and OHKA-55 
• r.-jo tost : s-ei ;>r.e aro Dh'T i r. pe t i z no r a 1 i r.t r a _.r i r.e tissues, wn-teas in men 
:he te/tes .ir/; DK2A ard t'HrA- 3 prvside arprox. eu..al am to . :>f .ar L dt:o jens at 
•.he a :t •'• ; -oD yt . An a dar. L . potentially higrd y s i gm f i ssnt t:va tion 

tnu* tne ma • orit.v of tr.e narne:i de s i. ine an si 1 culati :vg adrenal CA- 

: e i' -j i is an I the: r "resulting ar.drtoen met abolites takes pi a ::e between the 
■1 ;re -rr : • :f j D - » j ; J-yr c 1 is and c 0 - t :■ h-Ayt-:lds, wid.n rnalLet: 
■ :.an:re:-. a 1 e :.b.-..d. titer tne a ge 3f yr . 

L16 ANSWER I'r 1 : r MFI'LIML: DVPLI ^To . 

97155. "Ji D-.^mei.t. Murioer: ^l : A..i4.A P-oMea 7D: iAhl^Do. Anr^ : ned p :: :di lie 

A ar.di. :> ;en :(i - an,; A ! : : . :r <. i r. j.:-. t - c :>mpet 1 1 : -n nr:ine :> t 

.•p :>rt.sr:ier. : ■-. ^:mpL~ i ct>-e:.ir. :t c 1. d :-e d r e :ia -;h c ■ jnna t .0 rapny -ma 

:-. F ectr..met rv. Penennm h; La f a r ::e P; Dai.l ly E' ; b:.i Ajux I); h^t.t ^e 7 P. 

Lnborat:ire lAti^h :>ei istaje d D:pa ::PLEh de Cn -r:.M ,y-M al :br y f 

rran-::e. ) .JjVPMAL OF CHK'Jll\T OA-APH V . B, BT "'ME J 1 "Ah APPI.I :ATI OlI-A Ai-6 Dec 
.' 1 A] 1) .-^ - •< 1 . P.una: de : -4. 17=hA AAA: : :~3-4c4 ?. P .lb . =:>uiitry: 
: ; the r 1 an :: s . L-nn .ia .re : F.n-.i 1 i s n . 

AB .\n arulvdcd screen ir.g prj-edu.re r,.i= been de-.'e breed fo 1: the e timation of 
'. : ta 1 androgen conjugates in p : t :' .imp-;*: 1 t : tn ur.i ne, 
^s. i.nj -.i 1.: cr.ranaf 3 7 rapny-rva s .: : pert.riaie: ry ;/i t.n r impute r: i. d v ( :.a 

:{ui 3 - t i : n -on :::-n 1 1 a ' i n : a L : ila ti : n . Rapid a-.:id-cnt ;Uyzed 

nethanAy£ii is a h-y [•■anie : ti t n- metht :;, w.ni :r, a 1 lev; 3 - im ihane jus 
Aea-saue :f al ueu r : rsiaes .arnd sulfat-.;. Anaiyti-al data gen- ra " .e d l:>y rhi.s 
metliod tot trA.o=tri :ir.e ann ep it.es t. ..ate rone *re in a coo rdhr.::e v;i tn >ur 
rres-i^is re,-s.lts oh til ned :.<y :u: te a.:;:.:rate .st:p dilution m-.u.: 
srectr.net ry. Tr.-r- a.-, etui it ess : f the ratio :i fe^ t : ■ te rone 
.rl^cur.r.ide'tota; ep it e.A : e r : ne as =m a.iu As a setter d i s : simina t i on 
between pr.ys i io :: 1 :-a A y hi ;rh and ph\rma:.ol :-gi ::ally hi jh ra: i. n:: of 
*■ e. r t. js te r : ne a_.u tu i .^ni 'do - epi : € s tos t t r viae :, r lu-:.ur : nide, wh L cn v/a ■•• 
..-lemons tra: e..i f revitusly, has b^en rs..n fimed here. 

Li 6 AhAwiAR - :f Ai- M^PLiNF a:pla;:aia: _ 

96327 ;A4 Dj::ument Purges: A Ai 7 ; : 4 . PuiohAd TO: i 7 a A? 0 : , :-7linasal 

siuni f : ::ant:e tea tos t. f ■ rone and d i ny dr : tes to ster :.r.e metab:li. 11 in wimen] . 
rUini too zn.-oe:ije riet.ab.- Li. 2:111a t 03 t : .■ : art n a 1 .di.hld rotes t te ton a u -en a. 
!;.::si: M. {Aa's. .d za eroi- kr i r.t 1. : ;i i : ^ , dijabet.e:. i b :de st i me t al"-.. Liorna 
P.L.inioe za ,;r.ir.ai:n - - b.o.e.,ti, Kb : " :ib r o , Zauseb. I LI JFCN 1. OKI - r PE.7Ni:rh 

l>9-' Mar] 116 Suppi. 1 . b A. -AornA : s:n. : 3iA4iA,. A ..'h' : A -A - 3 4 7 ■' . sub. 
vc unt ry: 7r -a t.ia. L. ingu. . ore : se r;:o - 7 :: ta 1 1 s n . 

AB Kyperaridr i.ger.i.-m in women re fen- t c rot h exo.es : an.dro gen pro:; i ;tion .md 
■Ain.ioaJ mani f t-stat. t : ris sf androgen ex.::es: s . Clin.i:a.L evaiuat i of w..men 
v/ith hypera:iaroge:ij.-ru 1.- c. i.mpl e;-: . Tne sunt he si .: arsd re.lease :-t: androgenic 
.• tertd. 1 in \;omen are normal, part; cf adrenal and ovarian .st.e r is ; M^enes is . 
('■ne of t.he class.i.c gje.s~ior\s coricerni nc anciiopoic disorders :uncer:is the 
..ounce of circulating andr acens . F.el stive re lei. of adrena.l and ovary vary 
greatly, both can be involved. The u=e of gonadal or adrenal Oeroid 
administration can sometimes be used to distinguish the source cf androgen 



excess. In nany cases of hyp erandrr genism nc laboratory diagnosis of 
adrenal and c-arian andrcger. --erpr eduction can be made. These patients 
may have increased androgen s^i.siM'sity due to increased enzyme S 
alpha- redu -t a. e activity m tn* sb.u.. To be ,izti"e in the sun, 
te/tt-r;.erone ■ T i must be c-: nvorted *o (iiiiyd i otes *■ os t e rone ( DKT ) by the 5 
alrhc. -redurt.a, e. The mcte.-e in bHT product _cn is a localized I heuomei.on 
ano there if :.o aeneral i ?ea i sens, in enzyme activity in women with 
hvpe: androgen.: ,-iru DHT is r^p Idly -xi.vertea to ether steroid metal iites 
irVluaing ar.a.sos -eron , and: «: s '.died.. <. 1 and their gl uco ronrde and sulfate 
cc:.j neater. AJ t hough once th-O-icht tc be spe^: :£i; for skin cci stei :■ i on o- T 
tc DTK these androgen conjugates roileot adrenal 

st-roid prociuoti'jn and metal: o ... ism . Ant landc: gens (androgen rose} t.<: r 
bivchers) are -he most et £ecti-e t.!s r a} eatic mc d..,l it .1 ei of zuvanecus 
hyt e.tandrcge:v: -m, Cl :...n I oal t r : .,1s a.: e m prrgte.FS tc determine <•:: f r cacy cf 
finasteride the treatment of hirsutism ana .,i l c;ro:e:.et.c al c } eoia . 

Finasteride : the Lc.5t at'a .1. i . a: 1 n.ed:: mit.Uri c t a r.ew clas.; oi drugs that 
is an c:.mpet:t.i inhibitor c :': .: ha- redurta^ ana therefore : h.v.ild be 
beneficial :sr m-dizal treatment ■>: cvjnec-' hyperandrc gen l sm . 

L16 Alb/WEF 10 OF -r- HEDLIN h bbPLIbATb 1 

95126]."; turner, t Maimer: ? S 1 2 v I ~ . MioMed II: 7:1.: 6 5: . bLnuca^ 

rele"E.n::e : l: t es t js t.e s mie vr.d di hydro tes to.: t - t or - me t abc 1 ism 1 r, wemen. 
Fittmaster R b . ■ jera r tmer.- c t Me.h ur^, Dilhi-us ..e 'Jr.ver.ut;, Halifax, 
Neva b-:oti,, t in ,da'. I AK2FICAI: J'V'kbAh JF MEE-1 ::7K3, U9E»5 'an .. u ) 1A) 

13. Fei: 3-:. To j rn * 1. ev de : . -7j-D. I2.bN: -i.jOI - :3 :-4 3. Inl . wintry: 
Uiutod State;. Language: Ehiliv-h. 
AB Andro >::ns are f art : f no 1 mil f ema . e pays . : lo:i y . V/her. they are soot eted m 
ex;e/s :»r v.-hen they -*u,e .vn:v.e.; ..ymptvui , .ch a;s n.-ivutt.;m and 
male-ratteri; 1 ;> L ar.es s, the :.•::■ ria hvy o«:.i:::or:.b:i is .s-sd. Ft many 
hvi.er hn:lr>:ren- :. w:.me:i, there i: n \:e hi- ie fined :u rman-nl iono inn.: 1 1 y , but 
the v.vmen are simply on tn- em: c l ■. norma 1. ireevra of dr ■: gen :esret:ion 
and :u tane:u.i an.dr :g.?r. s en ■ i .t m t.y . T: ne ac:i'-i in :h-: s-;Ln, testosterone 
must re c:>nv^rted t: :;ihyd: :»testc , t-r :ne oy the enzynie c . -iLyir n.o i::ta:-e. 
An.ir-" Jen s en.: 1 1 r vi t y is do terr-i: r.e .x t .i.r. part, oy a 1 nn re d :v a ,,e isti^ity 
■:n tne ski.n. T.nU is a 1: - .1.1 zed :,:i--n:ne:i ^r., and the re is n: : iene ri iized 
:incr-use in 5 1 } .h . - re du s t ; . l e. v-t.-it^- i :i tt.e-e ■.70me.ru H i. hy : v. t es t >=: ter Dne 
can je convert: ed t ]lj.:jr:a. b a:..; sulfate - :oi ; a :ja t es , insb^ding 
andr : .: tane :u ■■ 1 :j j r : n 1 de . T'h-.-*:- androgen conjugates 

ha* r e h een pr :.r :sed t d be serun marker.: Df sutaneoas andr:>^en netar.: lism, 
but recent evidenze rndis^te:: ' hat they r i i: e f r -»n adrenal c ie:;urs : i:s and 
are nsre li kely \:> be :niLe:ia .f a.uer.al .= rer:d:i prsdusti rn an.:: 
netal : lism. Aatiar.dt gen; ■ ur. .1 r :>aen re-ept:r tl »:er;; are tne bos: 
ne:ii -v.l treatment, of sut^tenus nyp- : andr j :ren : m. 1 lpna - be :;u r . ise 
udiilitors hve resent Ly r-er. :if.}: t -..■>:: f d r tne treatment •:: £ rer.i.gr. 
r : ::s- v..;c hyp-.-rpJ.ioia, ai.^ res .r ;i. _• oirn-.ti/ unaerv/ay t: de-et:u_ne 
thei: ef f st i ■ r eno:: s in tre itin f hirsutism =1 1 a :i ma :.e-p nttern t = 1 :;nes a . 

L16 AKaWF.r: 11 .".'F CAE' Lb 3 C jPVKI '";H7 JOtb Abb 

1995 : 41o7-l 1 Dsoument N :• . Lb. 2 : 1 B ^ 2 i »' Arnrcal r-le'nrce of tes t :s to r ane and 
dihy-iL- 3te3to; ter vae metabed Lsm m w.men. bitt .mas. ter , Rcger b. -C^ip H...11 
MedizHl Centre, D a 1. n r; s ;.e :.'na s^e r s 1 * y, Hal.ifa;-:, :d.-;, biin.). Aneri-a:. 
Jourral Df Me I] c.ne, ^ JA', l7-b--.b bn:fl.isn) 1 :i ^5 . tCDbM: A7MVl z i2 . 
ISbN : 0002 ■ 2 ?A . 

AB A re- i.ew, >t "b 3: l . A., is : - r • • pirt ji njimal. female p:s'-ji i . 

When they :..re :eore:e:l :.n excess "V wi.en they cu-e mvantea syiupttms .-uch 
as hirsutl-n ,:d mhl e-p itttern b-,:i dr.. 5;; , tne term hype r ar. :1 1 s ? en 1 sm is u,ed. 
In mor/ hyper : n dr gen 1 s v/o:ien, th. :.-.'• - ; n :> \;e2 1- defined h:mai;i.. 
abnormality, no trie wiaen are a .imply ->n :>ne en;! :»£ a normal spe st:.rm uf 
andr cferi secretion vd sutaneDUs arsirojen s er.f 1 1 i v r t y . Is r^e * :t:.ve m 
the skin, testssterine must: be cc is rted tc dihy dr d t e s t c s t e rone by the 
enzyme 5 . alj .ha . - redu z tare . Androgen sensiti'.'i ty is detd., in part, by 
5. alpha. -reductase a jti^ity in the ^kin. This is a localized pnen omenon , 
and there is no generalized increase in 5 . alpha . -redu stase activity in 



these women. Dihydrotes t os tor one :an he crn^erted t~ glucuronide and 
sulfate conjugates, in^ludinr andros ta: t edi :-l glucur oni :le . Tne-.e 
androgen conjugates have bee:, proposed to he serum 

markers of cutaneous androgen metal . , but recen" e-b:e:ice indicates that 
r.nev arise from aarenal pr-ir.rsor; : .nd are mere likely to be markers of 
,,iD;nal -tern-i p::>dn. an:lm-tab. Ant._ andr . gen.-, i a::r : r : -gen receptrr 
bl >:kerff ) are -he best rat- 7-1 1 t re.i^ment Dt' cut .nei^r :.ype::and:o jenisru 

. alpha. - Reducta.se inh r. :> r ,. have res-ntly 1 een ^rp^'ove.l for tr.o 
1; regiment of beniyin p 1: : s \ a r. L ■; hyre-i da.-.ia, and :es^:::. _s r jrtent ly 
underway to do-, their e : f e r t.i v-ne ■ £ in tre .t. in : n.: i:.:-ut Urn and 
ni a 1 e a r. tern k 5 ldne .3 s . 

Lie an/Vek of :■ f 7a?l7A7 copyright ; a: 2 

1995:. 4A'r: [n.cwKnt No. 12- : 1 14?G :7j::Uic ....id 'ran.Aer pep-i.de: uni their 
use i : r t l an :A ect ; n g ed.^-p'.:.: ::elA; with nutl>.:ic : .ti:;s. .Air :>-.-_ y, 
Andre • ; :>annu7 1, 'ens; M.: el 1 :.n ?, barm; Ju.ni, G .lerr.h- r-Ge rn* rd ■ b jen t i nger 
Mar.nr>.- m GmbH, Sernanv). F 02 Int. Apr 2 . Wj 742.:A;>- Ai Id94b:i27, 77 pp. 
L'E: -7 STATED STATE.:' : V?:' 2-A , CA, ?I, H", JP, r'K, :J0 f K2, -JJ; 7AA AT, EE, CH, 
L'E, Dh, ES, FF-., Gb, Gb, IE, IT, 127, MC, NL, FT, :-E. ( The rm-iA 1 . -ADEN: 
t rvvi'l . AE'? LIGATION: V.'j bG.-G? I 1 1-9474. 2. F ?, ! 0 KIT Y : 1>E 1 A-A - 4 : 1 1 3 1 
1 3- 414; E>S 2 AG -4 31 : 4 " . 1 AO' 'G : . 

AB A r.u:leic acid trans fe* } erti.de ::ont a in;: : 0 1 1st ligand ::>mpriiir.3 a 

vej.-ioe, steroid, -art : hy :U at e , lip: d, cr v.taai.r. wmtn bines t :- a rinding 
]■ ai tr.er at the .surface :t eu>:«ry - >^G, t.ri nt:r.ig end syt :> .:. l = :• f tne 
'/onpUx composed .A the i.u ::!•=!!. c a 01 :; r .-Mi.st-.-r prsr. t; . le and nu :: b: i c acid; 
■ t' . a rind ligand r. :'.mp L i f n :: a rep.: :ie, tter.id, :a l J. ■ i iy :i l a r. e , In id, :r 

,.im:n which rinb t. a obiditg par tne i :>:. tne :ute: meruirane : tn-E- 
n.i-;e-.,s : I: enkiry.Gic ?el l : ; :: ; a : r ;i lijand whi::h i, h b ■. .= i .2 ;.---pti:;e and 
} inas t:> nuclei ,Ad; y i Dn e>: ;har. :re . Tn-r-e yep: _o-- lC .: i = eb..l f :• : 
inTr--c: irn lujOm : irci':;.-: iaG e^kary:. t i cbh. Tnu^ , tn--; : ■ t :>l . i. :A l a t i - n of 

i numan , A:, j :ai : i io:ni cei 1 = inhAite-l r.y t r no f ■.. ma r. 1 . n vir.h a 

M-ir.ir.l Ki-F:as t 1.;: jo/iu-:- :c mr 1- -xed wit.r. pept : :le A .:AG:i - - ? 1 r. e. :{uen .~e. ? i '/en ) . 



Lie ;a;.g;e:-. ig ?: mee-line r/.'r'LT ':ate 4 

95010vA_ :.to::unient Xuniner: A 1 d. 0 :A L . I aolled 1 7 1 : ^AZo":-:. Altera- 1 jns in 

androgen conjugate le 'el;- in w:rion jr. r rren '.:itn 

■A :pe . Le jr :• F: : : " ; :: =» riuina E; .- t an ::zyk F ; vlent j . : -ne i n E; Lib. Ft A. 

: >--pa rtment ot ji: .-. tet r i r.ni Gvr.e ' ; 1 :-ov, 'A:ve: = i'.;- j f :'' DUtnetrn 

raiifb.rnia 3cn::J ~,i Mefb.ciriv, Ir.i A.::Aes. ! FEr.T J L I TV AbJTt oTEKTMTV, 

• 1 4 0::t ) 52 i 4 i "'44 -A : . -7-.-urr.vl 0AA7A. AAAJ: jO r : -02 32 . F'an. 

i- .mt ry : Un ioe^ .f-tate.:. . b ir. 7 ..a ;ie : En 1 J f- h . 
AB b-JEG7It r E: To a.; i ess 1-e -t.- l.i -.-i ar.ai ; ::er. neL-.ilo 7 i.t.e..- '.n .ih " to r- t le ::t. , at 

le-^t in part, |: eripher ^7 androgen a ::t.i.A-.L t:y : n wom^n \;i t.n ■ l n d r :> g- ni . :: 
.A -pr:ia and rv:-n v/i th c rf-mit.a>:- lal::ing in --in e:"for^ r de - e rmin-.- if: a 

.:omn:n at n : rma 1 i t y ex:. = :..-.. G22TGM: t r:-.- f ect.^'e :.t.d'; i.n vari :>u::. :ronp, of 
u;,men ana men. 7-E7T1NG: I-.ep r .du r. tr \-e F,r.ciocrine Clini •• ht j'.r uni"ersity 
medrioii center. F AT I EMT.7 : Ten nonnA raiaf ry Lem/il- ;::n:.roAs an :i 57 
nyr-etaii'dr :geni :: t-.'jmen :L"i.ae.i : n the kasis f n: i='!t; n an>d al :»p-r- :u.a as 

f :-lb:'v.'s : [i] : ni :t e ute v;t:;nen uiv:\ andt ogen i 2 a 1 ->pe ..: ; [2] 1. roi. hirsute 
v;::;i^n v/i.th and:-: aer.ic alt.pe-.a; : .: ; 12 hirsute uon^n '.ntho.it andiigenic 

b ,pe;-: a; and [4] 12 ronhir.: it.e vKmr. v/itnout andro^-ni :• a 7. c-per.i". . Ten 
n-::Tfial men and IG young } remit u:e k -i.ld.: r.g m-:n n,-. t sl'ieo i : r .ge and wei ::ht 
a.b-w v:ere oornp a re>.; . I NT E F'7/Ea T I OK : blocc; was ont-iined 1l :m all = ui ;e:t=- . 
I-iA:K OUTGlsKE Me'Al227E.E : -2 : rip a r : £ o:. c t bli.'Ci.l :urmjne . t: • - J. in the "jii jus 
■ jr .'up; . F,E2ULT2: .Grun 7, an -1 o., terii-di < r.o , ^nd |(HE2i3 were iniiaily 
el'-.-ared in nyper.::ndr o g-r ia 1. \/cmen v:ith and \/ithout a.l or ec.b: , c :nnpa red with 
con- r>:ls. The f em.;:l e griupf we: re t hen divided .n t he a s. i a c £ niriuti-m. 
Hi route groups wi* h and without a.b:recj.« had similarly ole-ated [--■■'. of 
un-:cn lugat ed 3 alpha-andr os t . . ned : c 1 , 7. alpha-andr c ;:■ t, medio - :pLu r.u: on.brre, 3 
air ha- andr ostanedic 1 sullate, andr c £ te r one gla ;:ur c-nbde , and and rof t: e rcne 
suliate compared with controls. In the nonhirs„te aroups, . mdr o.jen:. c 
aloj ecia patients v/ere cr-mpaied wit.h hygper androgenic femal-s and cycling 
controls. The andrcgenic alopecia patients had elevated levels of 2 alpha 



andr-stanediol {0.75 + .'- 0.1. -ersus ■> . 4 6 +.'- 0.1 and 0.41 + . - 0.1 
nmol'L), ?■ a]rha-an:ir:/taned.o. sulfate (200 +/- 31 "ersu- 7'Ao +. - h and 
+ - 4. D nr.iol '"L; , rdevatod r.ttics of 3 ulpna- t ,nd n: .= :ar. edi o.L sulfate: 3 
ulrha-,mdr est nr-d.io! (7.67 f 4^ "ei=u5 L 7 J + '•■ 2') a:. a L 6 -1 + .'- 4? nmol.'L) , 
elevated rati d! : ; . alpha- i:.d.:o-, tar.-.d.-ol sulfate: 3 .-Ay. ha - andr os tnnedA" 1 

jr ,- :L i a , : . „:;.: +,- .; versus 1 i. : - '■ 1 .and -0.0 + - L and 1 ow*r radios 
of '■ a IrAi ~->. ■ an I:: - * a:ied.:.o] g I u :u i dv : - alph a -nndr ..s tanedi ■: I ?Iu r.rounie 
( $ , >• + - ] . 7 17 4- ■■ 1.7 .md 1 " . . W - l.n m.i .-1 LI . I r. nen the 

prenE.ti:ro ra:ii.i.:r ^roup had i^w^r le'-eA? ■:■ f 3 ,-Mph v-ar.nro.i 1 aividio. 



gla mro rue-:: c ' rip h : • -:l w_th 
1 . r. nmol Ad . Al o. : , the iwt 
alj: I'tis -.-iri-.ir : st sri-: died w; 



h- m-iiv c,:.::o[s (.A-.3 4.4 versus L5,2 -/- 

f 7 al}r.. : u:tdr d A.anedivd jlueur : niole : 7 
i : T..ir.t a-r :rpa:^.'d, wr.vte-i.; rhe ra".;o of 3 
all: hh-.-.ndr : .e t. 'iiiv lie! .*ul face: • .Tip-'- a ..n.er : st ai.vdio 7 .;.lu:^r;n:de ■./■■i:- 
~v-it-d. -70N .:L ! -.:- I'.C? : T:.e£-e uu* i t i " ' t: ^ ev - deric - o: r. f - rrriLn j tn.it 
enharicvd < a:ph,-rv.iu-\a:::v itt ;:. vity . "vere m -ndr"^:.i: »1 Dp.= ci,i but ,Mso 
, un -- c.tat >. : r^r f .-ror. .-gat^n, rr.v n:;: sul tin yl r:iun 

over ciu i:ul n n . d.-v. i-n, nay a -.ata renter-- f :u.7r ha:i lo. s . 

L16 ahsvjef. :4 : f EiirAo:-; ■::•:» E'Vr.: ;hy 2-- i. elaf'mef. .r:i . ea7. 

94321 r.~. EiKbAS r. L> : v' Jiivnt . : L -»r4 7 2 i. r 5 : . hi : che::u.:: Cry 1 bre ist cy:/. fAui.d - 
I: rubai '-af £ j t br-rant: ::y:--t .:• io. u::ii..r -. :• e_- : 't .: M y r-^ , androgen 
conjugate, end -y. i .^0,1 1 :u o T .r h :A:t::' -^ve^. Fnrrori 

3nr 1 : r.i . -7 . ; ]•:.- ip-"- P.; Hi rl. t : v i n A. ; Tf.'i: e-.l A.; Frit;:; ::rr:i- H. ; 

F.i::-.;r.e: F",:. .:• H . ; a::.; L> t'...eri M.'A; -•' - 1 - ■-' . E . ; Kebjii P.; 

Hir.f, ic ^. T .?.; F,-. 1-:::. A.; Air*:. 'A.iainay: ae ' : t ^ . I . T . ; 

Ke:ui":. et -nl . . L-ibor^t o >.lv Ar. -1 li .e. i 3 Jimi: .•■ , C: r<.;-:4: a .:3'"', 
1 ;.2'- Ea-n:,: A: Ar-j-rA;na. B:-ast A. • v .- A- 4 ■ : . 7 -] o. 1391. 

AA:'N: C 1 .' A O'.OFM : h'rAIFr . :'it . ry: "'r.i t-r^:; .: A it v.: . Lan ri^e: 

2n :r i i . / v.iwux 1 y L my i.'i : En;:... . 
AB 5r-:-i5t d a t arAmovn : r i g 1 it ar.;i .-;p . nt -■ 1 y p : e,i -::nt 1.11 :: cy.-.ts 

i.n Che in .utu-- .a ry -.Tlan.-i, li r-or-irntit fi.r : in v-.rivn, -ir s Liy in t.h<: ige 
t^rLfe ; vtv/.; -M-/ : : an:l 30. : n t:Lo . ,t-t d-t z a :ie , / r--il studies r.avo 1: :.<:u.--ed 
jn : .h'L- biv rhenii .:al. uiialy/i i i- o: i : e^st r/st zl i:.a,: ■ r, A' - ! . The pr--^e:ic 
-tudy .i:: -.y'Vc: tnt- : :A.l.; - y • t : .: 1I-v*AA ri'.i: 'A A .yv t :-A iit; the ^-:r r eL;j "-f 
dehydr-:er.-: ' : nci: er :ne j -i. t it>. ■ T'-iEA- .■■ , 1A5 -;y/.t- una epiaerrna_ •yr^v/ti. 
f,h r . E-7-F, I • 0 . We tA ur. ^ i; :■: i ;ni f 1 --.-1:1" i:i'. r er.Ee r re 1 at: 1 \n 

betv;ee:t 1::: Ka »■ ':->■" raii 1 .yr DHEA-.' n = -.i5-A; 1 -AC-i-ii;; 1 27 Na *- r> and 
io:r Et'-F - - . A : 0 ; p • . . 0 . • '. ; -n:l "j - i ?r. 1 1 : :. ir. ". :iii:eet ■: : la t: : n 
bet;;een 1;:: I'M EL\- .:' r.u'.i 1"^ EdF : - 1 . - Ao 1 ; p -:.■>.) A. The frequency 
P oly ?1 ::.i-. : t III ■ EA- .:' and EeF l-:t'oi- :.p}.vtr t: . i:. ::a tv a b..m:d,il 
dii-crti; tr. : : n v/it.r. 1 cutoff :A: ^ ■ 1 , ■ t- C f nil, an ; ) yi'mL, re^pec';. /Ay, 
both a ; bi r. tar 1 ly ::n:i.;en. Tn om >-;r:-,:- ( 4 : . -5 j.f B 7. r'a r re.: enn Na - FA 
. Ir. j re-.r. A 1 DHEA-.:' . it -.re:;. • , I AD n rnt; irnc; !.■ ■. •: ; :-f E'A- levels 

. «:(t r.re.i. -AO n ruL. H^we^eiy .n.y n . ••' of thv ry^-_- p. recent Ma- K- 
.1-orey. : and .-. inn A.:ane ^ Ly I)*:r"A- S . :tnep : ng AnL ane E'Ai* 1 

.r f tore..r. .{'-0 n :r nu. T.-^jj ■•• t ^;.'.A.- may p re = urn.-^i. ly h..,\-e r rc-jnojt.ic ;:A.ue 
thit. ;o.i.d be d-t e::mi:i>:d b y ,1 ::. "m^- t .- • ;ti f : LI \:-up .■ i tne ioatient.5 . 

L16 AN :7 V/ FA It OF i EIIFAJE tA'PVrA Ai m 2 AM' EL.3EA1EA :H 7 1 . b . " . DUPIJCATL !> 
941224 0-! FI-tBA.SE 7o J'.ment ILo.: LA-4MJ4C ■. Androgen 

conjugates as .1 rt\ea.:ure . £ nype imnar 0 jenism. I-. .Lttni- l te r :-..7A. 

■7e:atd 11". 1 1 , 7 3 ' :• Ib]r:- .7t r^et, H,t] i f No re T IBs fan,.da . .reinine rt; in 

Re:: r:d\:''. :\e End : :: r Ln x'..o y 12/.. 4 5 - f = 1 l'A4. 

AA;::A ■ ; A1-5o'A CODE:]: .IANl). P-.iL . untry: United Stare.: . Lan^ua ge : 
Eno|l ir/:.. 

L16 ^'.'SV.'ER 1' OF -d MFD1AK.E D"JE L 10 ATE ■: 

9325901:7 Do r unent in^Jjer: V:.7. : Ou'A Piilled li): 8491.5 U Androgen 

conjugates: pay. i oloay and zl :. j.tl . ■.mi f ie .nee . Aittma. ter A S . 
(Dei artri-nnt ct IAdicine, Dalhou.-,...: Uue'^rsity, Halifax, I.'ota ocotia, 
Canada. FNIeAATNE K'E 1 r I EVJ£ , [IjJj FeiA 14 ;i) 121-32. Kef: 95. Journal 
code: ■A)u625£ ) . ISSN: J16J-769X. Pub. country: United States. Language: 
English . 
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1993:,. 6 r/F Dt/ument No. 1 1. 8 : 1 - ?'7 8 Nonprotein intracellular h:rmo:ie receptor 
binding c:oju-::.-,te; and their use in di .ign t.-: ia and therapy. Capelli, 
Chris-t r>pner^ Rmren, Herbert (U3A) . POT Int. Aj.pl. WO .-2144m Al 

l^f'-'X, l9 r: . I»E.- I GNAT El' STATES: V.': AT, AU, BB, 3G, RR, OA, CH, 03, 
: . E , rm, ES, Fl", Gr, XU, .7?, r'?, KR, LK, L7, I1G, HN, MW, NT, NO, ?.W; RW : 
A^ Br,! 3Fi B:>! CF, '05, OH, CI, I'M, I>E, D Y. , 23, FR, OA, GF., :T, LN, 

XO, HO, Mr., N L , 32. ( En yl i m ) . CODF.N : PIXXX2. APPLICATION: WO 

:.-92-d3107. I m2 0ii0. PRIORITY: OS : c n-- : -)7^72 :i 9-91 )22 0. 
AB A taivfet.irri a nt tcr the i nt ca ::e 1 1 u 1 a i: do....:ver' of a t he i :=peu ' i o or 
d/. ^r.:-ti: ; aar:,: mmprl. m s a -ormmate of :A nonprotein mcd . which 
i :n ii: an intmeellal'ir nmmm,e remptor; I- :i therapeu* . i _. or ai . ■ ono.: r i :: 
j, f e:r..; ana (:! a linker moiet 7 ; : ir.inci one uuer.t. to the r.:r.pr-: *.-: .. n no:.. 
One aviente a.r e useful tor in viv: i r:tr ioel Oj.: hi delivery : t 
therareutie .: t diaar.mtlt mient. ] 7 - . -i. pna . - Eahynyle .3 t , .1 ol waa 

:l niu mted :r TT?A ana then me 1 a t eel wmn Gd t<: make a .vntrmt ojeu: fm 
f.'MF." iniagin ;f. In t^r m.i.oe, * he s : ?r.al mtenai.ty of uterine t X me ua, 

: rente r th ;n that : i the .3 a r t :uri ?. ; r.c t = u.e . 

Lie .-::.:V7er ]: .f cafxxs ::>ryr: :;h ( : 2 002 a:o; 

19 9 3: > 4 t -t Emumm.t X"-. 11:: X> m The tvurim j : nm 1 hu t Dm r: ye 1 iprie : a . Ly 
,i.:nve:i .seium -0 L 9 o!.],:::,:- , M^teru, Rtnem X.; Stan mm, Franz 7. ; 
Cam a denci , Penis e L . ; Rirjho:., F.i mard 0.; Xtlo, Xt.rer.: A. ' Xm. Med., 
Chi v. 3 'j : h . C;l L f : ml -a, L :> Anm.et, CA, m :. : , X2A . in . '-■ t 

■Olinmal Endmmnmmy and IXtab: ] im, .XO ( ?.. : - 'd ( En :: : i s n ) ] :*2 . 
■OiOXN: 7CE:1\7 . ISSN: : ! .; L --"X X. 

AB V/liiXe .■•■E:ru:ri ma rker :»f r •:■ r i r ^ 1 andr nv-tal. . , - - ^n j- 

: . n : F ta. -atdt : ,'tan-r- . - a 1 r ha . , : " X: ; . 1 .t 1 u::u r :»h ole :■ . X. r h diol:;) 

-mo an:lr : ,^et v:.e ? ) a ,:u r : -n L A-.- A:X-;, ru-rt- oe-;n no : ihly r 1 elated wit, 
.ru-nzd. an iro->_-n ft tin,, the lel.al ive y^r: -m nt : i hutn : r. t tn- po :> 1. :-f 
-atic.ua 01- ton ju?^ tea has n : f been f u . ly : n- -e- * .ltra *. ed . IX.e; hyp... thea .. 3 
v;a:i : v/nere-.a tne I'.'ary may n : pt::lu::e 01:- ■-. tn ; ua it e o^reotly, .jvaritvn 
a-nor o :re:n : , a.::, aa tea t : te : on-: 1 T ) nn:: a n.dt ".at enea 1 :.ne lAi, :iny be u-.,ed 
a- aubstrare tXr petLpheral f : >>:{r. . of tne^e 0 jn - a :fa : es . To de- . wn.itueL 
tne c.vsry ::t. t : ibu t e .-. uite ::*:_'/ t: the p t : 1 •• :' C . ^ t:hjuf5.:es, td td >7.ta 
:b tamed fitm the fa^r iar. ana pet lpnera". ae:na .. : n:: imi. v/tmen I.'VJ} at 
h\'i tore tiny . T3 a.: ^e.r .: the hvli ie:o. f^r:-in nt i 1 .tit .: : n 1 1 "d 
■a : .nu:|ate 1 i ;at. , rho efte:;- :f a.a: :a:i 5 u} .j ■ tea .-■ l :>r. ana = r i nvul - :i t .:. tn :m 
hioulitito I . alpha . -ai : d h:o:i Aj ttn;iu.f,ite l-rve.. a en^ti:;. i n NW and 

ant-aalao my nrai-ut- p.mmnm ■■■/:d:n p o .. y .' y.- ~ j. a :"ar;' :nae:..te NH-X-'CO) . 
;.'at:ai .: ayp re.- s i : n v;a • oaiai-d oat w:.tn leapt. :aido oa-i-'^a (1 m>.: , .■' . t . ) 
dxily ihtil the set em imm _ le ael \!\- X pa nL -^nd Ui- ctntin^ed 
tne to-a f:te r ut : n j : v.itia.'i £ t ini'ii at. i. t-ri u: th 1 .n. durum mer. r-pau.-: a 1 
j ..naatt t :p .n o: FSH. hi : m £-.mpje.E, v/ere tmm. iefoie, du l in?, ar.d after 
Gr.F.rf tmniat, .ojp}: t em 1 :>n kr.a jurf. bef.re !"i : ; .i tirmJ ati. .»r. . Bttn 
antonna::m'm a:,d j;iit-l mdrmeru. w-te riar.tifli ed in ■ ei uru oy specif Lc 

FXAa. N: verimer^l -ovaf Lhh iraaient; v/ere : c und tdr : . = ] ph \ . - da tl :>r Ad 
, : d:at,B5 ivdiaa. o^olS mA.;3) m X ia.iryad,, . 7n tneNHRCt -roup, 
;.vth T ana A level, we re elevme::, and they wete suppre.-.^ ed 1 1 1 eveia 
; : miliar th. ie m NVX V.'itn .t tmuJ r.ti :>n, T ana A le"'el s r:te t n; ynner 
level., than tn-ae : b^d. in NVX m th A... ana Iph . -d ml S , lt.it. not. j vD t 
in«d . iLpr... . -di.olG, deoreamt with vjot.tit ■ upp r ea- v.n m the 2 .jroupo; 
tne aearea.:e Lma..i of .X:.X and T aomeiatea .: 1 n- NH-PXO ::r tup. With 

:: Mr.iul ml: n, tne A3 una : . i Lpha . -ditl ^nju .r.tte level s mcreama :.n NH-EC0 
-:nd were :il =t narked tor AtS .nd 3 . alp;... . -a; ^1 3 , whn'h were p re viou, 1 y 
. mreised; the inmease In A >G and A wm onelitcd, Untie there is no 
e-.tbdenoe f . c tne direct tvatr.mn prcdn. . -f Ci9 c<: n j u :i, . te ;, them markers m 
ferirheral an.dtogen action me influenced by m a.: .. • : - from the tvary, 
principally A md T. 
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measurement.-, can patients with benign brea.Jt disease who are at high risk 
f^r i reast ::ancer be identified?. Millei W R; Scott W N ; Harris W H; Wang 
D. imperial Cancer Research Tuna, Medical Oncology Unit, Western General 
Hasp/, tal, Sainhurgh, .3 rr^iand. ) CANCER DETECTION AND PREVENTION, (1<92) 
1>: - 9^-L-;o. ..; . urr.a . ;-^de : 7 V C 4 7*. T ? . I23N: 0 :■■ . 1 - 0 ^OX . bib. country: 

Unit.-:; Stat-;--. . Language: English. 
AB In c,r :;e: t: .;ddreii the gacstLDii 3 f: wha :.n:r bi.. 1 : gi J a i rr.u rs ureir.ent s might 
identify wnm-n with kenigr. breast di-e«-.c ;r3F r.f. partic liar risk t-r 
biea-t can >::r, analyse.-; w-e pe:t:.n^d m cyst. tluias aspirated Irom 
pitionts pr-.;er.':i:i:f wrtn pabp-tb.l.e brea.vt -;ys:s. Lie r : 1 yte pec f i.e.? 
c..;, ]U ,,; ; tj ia - .-y, r. iluidf may be divide! in-: ^i-i sab p: filiations v;hi -:h 
d: f L-r .n :.e:iQ/ o: MscdLj ji.c.-.i at pea r :.r. : :f linina epithelium, 

P^t^an of ::y.?t pr .;:.^ Tat. ana 1 eve ^ ,t :1:.vf flni": o , iMt.it uent .. such 
a..- androgen conjugates a no ep . denial. ::l rwir. ia-.*.:r. 

A,, "il oi rluid/ : r . : : .3 p.t.i.erR.: wr,: s ni, : -q aer.t 1 y dwelled raeast 

c: ,nc' l . t:. -• * y-ac.r later -na/ed that 1^ : r.di v.: dv.-tl: had n/.y A cy; ' £ , 
thre-r had m ■ ii B -y:-t,, -;hd -;i::ee preientea. with a mixture 1 the -wo 
t;. T f::, Therei.ro, olrhouth this repr-:a^hti an in r:::e.x.:e ri p p :> 1 1 ic n .A 
a'nup A cyi to 7 imp a red wA n th-: RitoA y ip , .'. at. i on iya~ nines .o udied 

over' the sa:nv ».. im- peri :d, :r. hvi'.iu.^,. .: A; . : - irueix. '. y a- ve_ : i . ng ciea.: ' 
c.,nc--r were :. - '. c ;. L i ri v.- ..re s-.rnjrjnp .d :;V: V,:-. Androgen 
conjugate -=rr; .rrowth £ , : :-. j i ■ -OLtent a 1 ,- : did r.-o p r ■"■a. :t : ■: r 
-^..equent ;-,r, -r. A: Uv: prv.ent tine, it i i the ret : re o . r. : : .ac.ee tn.,t 
1: l rcnemiccil : i- :■ "tsui meat i m :.y^. 1 laid.-:. nr. ot •» r.cu ra-.e.l y i dent 1 1 y w ..men 
i i keiy -o -ip £ rea= t -:vri .'vi:. Koweve* , tne t. 3 = p i i . *" 1 c n f :yst = 

c- : ei r ro' r i :;e tne i p : r • an i ' .y v :> min.taa the 1 : .*. -d rii cr :envi r :>nmeyiT :! the 
I :-ea- t . 
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1990:t":dV- v,:anr:r. A:.: HF. A< !AA bl j;HEM13Tr.V Ab CY:r? bLVJb.: AOJb I'l'S 
RELEVANCE. MAIjLER V" R. VMAb [EP. CLIMIAAL X'Ili b'^'SY , WE-fYhF.:; AENLAAh 
pvcrA , EI.i 1 b'b 1 YeAd, \'T.. . A v/ 7A A; ETTA, L , , K'Y AL . : L'J . . Ab'KAb.:'- 'AF TI:E b'EW 
RK ACADEMY OF SCI EK ZrVc , '.'Ob. ^-m ST EPAd b AbLAYI- , bE i'-FADAT I OK , AND 

A.Ti'A; :r; e-e;-.: t'HERAb ti.-.A'Aa fi:fat ::i'rL:-::ATio:;,\b sa-aA'.aa:m, TADRidib'A, 
:taly, iy,R::H i ; A n biii^eiAo mew y:^-.:-: avoemy :>r .vciemce?: yew 

Y'LFib NEW YOF.V, U.-'A. IblJAY ■ AAA ; A, 4::- - 'A . CObEK : AYYAA9 . I-A'M: 

.;■ b';-::!A3. T-bM: ■ ■ - : ■? 1 n AA- - V. (EAE'brO, '.. - f c -A c > - L (CI, jT:-; . Lui.ga ,ge : 

Engl : oh. 

Lie a:.;-wer c; .;.f MEbiAbE bu plicate f- 

9021961- jo.;nment Ifurrcei: *■[ 1 J A. ■ . :'u:Aiea 1 b: .: - : "A. : .A Levels r 

androgen conjugates and :-:trne J.£- in : .-.t a. • :nt 5 

v/ith ; re^st :y. :s . A: 3t: A A; Ha v/-: ins R A; Ki 1 -?r. E; Millet V/ F.. 
riepartrnrrrit. . i 3ur::ery, r. . ya I:if : rnary, E :• i n;. a r ::b, .5 -Dtlar.-i. ; AjURAAL OF 
EF'jj I D BIOCHEMISTRY, ■ 1 M-,r • ;t A" ■ -A - -i • Journal ace: 0-A125. 

ACi'lA 0022- 1" :■ 1 . ?ub . ran try: EN li'L-'-J'J I.' : Yi.it eo bingi;Ji:i. banraace: Enrlish. 
AB :;^.ma ,.-.nd ry.:-t fburd wer--- obtained tA:::n y-tien'..: w.t;. y..\ Lr..-«ble- nte^-t 

:"y.:r.; and in-ily.'.e l r; : androgen conyjugates ana 

:--^t:-:ne sultAi-ite "era by radi .d i uaun : ray. tncaitr.clo:.,: of 

androgen conjugates in ry.= -t rl.ard,- "at:.i ea t A :>m . c . 6 t 
47" . 1 mamc'ls 1. Tne-e le-'-As './ere ma ::i :r i-a^i -.han t:a,;o in plasma 
• . . j - 2 . . r..aa I 1 ,a.d A. -re wao no :a :.tic:. neta:--n " iia-- in cy.t 

a/ij.ir ::t^:: an.'/: :j.la.- na^ oz -..-« :.n-rd f r :-m trie uae aa.A ia r ida.-,l.:. . Levels of 
oestr : n»; i al} ;.r:e .i r. bre.,;- *. 1.1 nils - . 2 - -1 4 . ■"' nii'jd.A. ) -./ere arse 

generally in ex .:e;- c £ d.a.e in f .1 a., ma i _ . 1 - : f* A- nm-Ao 1 ■ an>.; again n i 
L-'.Alatio].":-h.ir wii ev.i dent ■ et\/een -on-ent i,iti:m in -y.,t tla.d and the 
z i rculaticr. . Neither wai *nere a r eia t i in : n ir le^el:: of 

androgen conjugate ar:d tr^ne sulphate ..a rIj-iiu. In 
contrast, a highly .:. i .;jni r r lan t ic : relat ic n (e .'..en- ti.in O.J 'I) was 
identified between r he androgen conjugate ana oesvr. ne 
sulphate ccntent r f cyst fluids, befell ol botii androgen 
conjugates and oeArone . alphate -ere als- significantly different 
in gr.ups of cysts iubdi"ided according t>_ electrolyte classification, 



svsts with lev; Na+:K+ ratics having higher steroid concentrations than 
those with hi :fh Na+:K+ ratics. The biological significance of the 
relationship between the two conjugates in -y.st f lui r;a remain- unclear Irut 
it is .-.ugge'ated that tne ar :umu.l atic n ■ t these ateroids involves a cemm-.n 
me ::han.: em. 

L16 ddJIdWEP. CP :f KEPEENE DYPLIdATE - 

90102m. 7 I- or ^e:,: Numnei : >0L0:>:i7. Fublted ID: rt 3247 1. Androgen sulfate 
,. no ducuicid >^ c.n-pjga:e.; .in nennirs ana n::isute 'women wi th polycystic 
■j-arian syndt :me. Matter! A K; .: tariczy.-: F Z; Ger.t. as cne an E E; Del gad-: C; 
dodo P. A. ( jej.attiero ■- f >:); :tet:i:s ana Gynecology, l':uver::-it; cf So-thern 
da 11 ferns a ;-:h:o.l r)t I-ledia.me, 1,0:5 An?e-es. i AMEPiCAN JOUPNAL OF 
'-•L-i.rTF.TKl .S AND GYdE ■:«: L0 dY, < • 98 9 Deci 5 Ft. I I 1704-9. Y::urnal rode: 

-7347. 00 '2- 93"'? . IaJ . count ry: Una. tea .rt ates . L angua re : En?l ish. 

AB F e:iph*r»l ar.iaogen ac' nr. 1 a rae . y do re ramines the o ;,:u r ::enc; . f h .i r ::Utitm 
women. A.t.i.:'.g:. im : al}: ha - am:: r tano - 3 a If ha, :. 7 bet a -did ( : 

t :ia- ai . 1 ) cla:u:or.ide s i .;rr.i f ier shin 5 a.:.pha- rtau :r.:»3e activity and has 
ree:i use ; ai "i n\a: •;•: : : £ hirsa.tirm an :l pe t.:.}: held ariaragen ne'.arcli^m, 
: the r 7. - androgen conjugates ha* r e leaoi.tly been 

measured and m:«y ,1- : ; e ...f-'errul nirdera of hi ::• a: i s:u in women. In addition 
-o norma: a ant i d.-, w-= .-■ tudiec; bo*n hir.v-.te ^no nc r.n i i a ate piit: er.t.s with 
] -.ly ayst: o vanan ayndrvme who hid 5i.:tQ.la:: 1— els :J :-rcuUdr.g anaroaen 
j ro aui sois . In these three g: o uj: ~ we measured a'arnan: C 1. 9 sulfater i-w.d 
■h a :ur va. de; m eluding ser.Jii : alpha diol glu : ur t aide . :7::ra;n -tnar :-ger. 
}. L-e-ui.-o.-s were elevated, ;.at we : e eg„ai in the hrrvute am:: n ..nhl rsu te 
j .nt. Lents. Ser am and: : ?'.et :r.e sul : ute ana U u an r : n : de , and : a . pha - d i ; 1 
sulfate .-tnd gdvaraaaido d-ai .1 y ai td erent iat ed the hirsute fi:,>m the 
nor.hir.v-te -.r:\s. . Am:n-: the <-.:r.d , andr a.E-te:t a no jlu -ur Dn.de v/a • mo< t 

refd.ee* .i.-.'e : t t'he d : f f ■■ r en .:e i;e:.-.;een t::- : tw: : rr:i.i; :.j0.3 t ■ ■■' 5 . 0 \'ec=us 
4...^ 4. - 4.: r . : r m! , i le£s than : , 0 s I . In :lr.:\ r e ;::mpa:ed with n :-nni rsute 
r-atier.' - wi~n p iy:y:t: :: :\-~r.i an aynd:::r'ie, serum : a 1 r>na -di cd ;1 wul amide 
was ir. rr-aEvd k ■/ : .-ie oriah-r am. .ant. • : i - I , fa.lcwei r>y and r :w te r :.ne 
sulfate 3E-), : aipr.a-di:- ui id^te (:..-•), an:; an :;r - te r :)ne ;rl a ::u ronide 
v;:tn the la i :re.i t m^re^se Id: 4'- ) . cd-cn andrns ter : ne :: l.u:urjr. i.i- and 2 
aitna-ai:-l :: lv: :a rami ae i:. t h c re Late :1 './LtJi andrc ter.e :ii.one ar.d 



aehvair " eL iand: : :.- to r: . ne s a i t a 



in h:r.:,t"e wum-n 1 >..t r.:>t in roani.rsure 



women. Tr.ese :i e. t a suggest that liesi'^es • eruni : a.ina-di.:)! 1 u a roni de , 
,r.:aer '.:1. - sultdite an j 1 a a-n ronid-a :ora;:aM: n,-.y reflect per i.pneral 
■i:i-;r:'C:ri act. i:<r. . 



L16 AJIddJEK d: OF . : dddddld daPYfO dHT ."Jd.; Ad' 

19 8 9 :54-1 :< ! 5 D: :unent N :■ . 1 1 1 : i a > : d-ia c A z -j:v r e:a ten t , \.tii fieri sen erne L :> r the 

ri. f tei i b 1 e xt r a i on j t .r.j .ratei and m s :>n ; ■ . :;at.e I ser .im -Zl 9 .Eteroids 
Dn oep F.d< : d ■: ■ /art t id res . Payne, Torm- VJ . ; rww 1 1 oclaw, VJ. Da -id; Adasna, 
Eli Y. den. Me..;. , '.'ni". Ma ry .1 anal, E a 1. 1 .mare , I ID , 2il-)i, UddV) . daurnai of 
Steraia Er a ahem: s t: r y , , r r (EnrLiah) ..9--. ddOSN: "d TE3E . 13dN: 

0 H 2 - 4 :d . 

AB T-:> c = r/-enier.tiy and raj i dly asol.te by arauf both coia u:;ate:i ind 

r.i-:- an^u:i:ite:i aerun -ndrtrjena, a :: aheme was Gestae:; t": i: tneir di f ferer.t l al 
e-tn. ' : r m com. a"':w.lalde, aia sp aa a; d e .:w taale ay . a a 1 ane a^rtradrea -Sep-Prtk 
dl:). V.-iin:: added radioactive sterawd .- t rd . -^nn rietestion a f end ngenou;, 
serum .-teraida by 7rv.ij.-are::: la: : enrymr; a^say.-,, aha; ^a^nt. recovery of 
sterai i ;}1 a :u r ani de ■ and sal rate:- in tn-- Al- MoOH f ruction an 1 a f 



iiia.o:-.' i-.f.it-: 

at saiain p t: 



i ter dda .n tne l(-0 Me jH a ra at ion w:.s absai. Man. reca\ r ery 
-■tein-i iO'...:ad stecta:!: e . -,f . test. de. tec ane) was a ::.ie"ed with 
serum ;e:tateie.d by '..re, and heat . T :• ep . glu aur : n i :ies f r am sulfates, 
seauenti. il hy ::ir - Lysi z <t the ton 1 u aa te d fraction 47- MeOH) by aazyaiic 
nvir-rlyf as .in :: tnin era. sab'oly-i: as well as an addnl. Sep- Pa < cartridge 
eartn. t.ep waa re ju: re d. Groups at extd. steroids may ;:>e further sepd. 
an:; -5 .• ayeol by any app rcpr 1 te meth,ad(s . An arr p Li :: ati :>n is rjiveri whicn 
emtlcyj HPL-.' arid m enaymic assay tor ." . beta . -hydr :>:<y- and 
17 -oxc-s te r ji ds t> pro'dde ~ ep . profile- of uncc n j ugated, glucur oni da ted, 
and sulfated androgens in human, male serum. 



LI 6 ajJSWEP 2 4 OF 3 8 MEDLINE DUPLICATE 10 

89380" K- cument Number : :- 97300n:. PubMedID: 2550402. Effect. of T1K- 906 

-i fpe.-.itic 5 alpha -re duct as <=.- inhibit:)*-, :>n serum andr 'jens ani 
androgen conjugates in normal men. Paymaster P 3; 

■■tonpi E; "'h^mpsor. I- 1 L; jsr.::^ D; Lasj-^e: K (Dep.rcnent of Me:;ic.i.ne, 

u^h^-e ;'n.v-:i5i:v, HaiLla.v, Nova 3jjiu. ! JOVIAL OF ANDROLOGY, «15B9 
7ul-Au:n 10 4 .^-62. Jout:r.al ^de : 310.:4m. I77K: . 1 7c : • . Pub. 
■:oun:.:y: domed orates. Lar. :m^e : Er.^msri. 
AB 7o determine "lie ;jrmji.a. te:^s ?i" : IK- ? 7 , an orally ammo 
alpha nduzta: o : nhi t: 1 1 .c r , on ?eium -ii.it; :i^r..; in:; androgen 
conjugates, . 1 healthy ni- n w-re ?iven -7, .7, 30, and -07 rig 
MK-9 > 7 woeK.: at.art i.i. l an d mi zed ord^r in a 4-p-=rio."i cro;-;: over design, 
horum t.e.. t oammne ■ T : , .i ih y .1 to:es *: o s m r on- ( DHT ) , r.rv;ro5 cm-r d i. : 1 
fluoa: -Tn do, - 1 l :i m :w_ .o t. e r : no ^ lu cu r on l :le were me.immi before and .,4 
noum aider oa oh a.-u-e. The effect : t' :ih- 57- on a 1 .i mr my 1 at a n f era. : e 
..tctivmy, thv onoyrw- ms; :r.-:i-Je f : r a.dro.- tanedi id qhcuiur.i^ -and 
ihdr * ei me a to : . n i :le £ : ma * i on, w-n- a;-.: e.med in v i : r :• uom;f tat 
.-, .. : , 3: .- ;te c L ,- - , m.-um T levoU •/••re unmmjed if let; -..11 doceo . Serum DHT 
"indr : .■ r.ar.edi M jIu ".^i oni -:e, .-ir. :; aridr :> tetone u lu :: .rr oni ae we re i. '.ppDiSsi'd 
; .,y 77, 4 0, ai;.:i m , r a :. p> z l ve 1 y , Az-r thv i : -mo d:.-rr, and ;: y : 2, 02, am 
itver t h-.- m"-::i:r ;7 lem than 0.0.. £ : c the o ompja r .a : n mtw^eri th< 

i J and mO-mi hoe. I .r u 1 1 mtee vt.et ..id* , le-pe::!'-] y, Baseline serum 
T and DHT le'e..?- were . t : Dr.:r.y z :> r i e 1. = ve :1 ?: ~ 0.:-, 7 - O.Vh;:), a. v/ere 
andr:,:tcir.e d.:. :d :r . u -ui o:.i :;e a :o:l a:u;lL :.s *. e r :>n- ■ : 1 u ron : ■ ;e le-'eJ 5 i7 0. n 8, 
P' - ■■.oi)}) f i, u n hh.-re wc.- n: -r.rr-l at: "n ^-;tween DHT 1 ev* --.nd the level 

-ei^hei cor.iuj.-te .i :.er d: :; . M^ T'O hid n. etfe-t ::rluoir :-nyl 

f ran:i t er i i-e •» ::\ mi *..y in vir r j. It va=. ::: nzlvied h.^r ;:iri?_o: :i:'i-e^ o :: 
Mm 30-. surinr-; ■ h:*..h "n • u:Ja t-:: -and un .::inju J-at e.:i : a I; r.a - mdu ::ed 
an.dr : -;en.: . VJhi7e a 1. 1 tnr-e ; teroi.d:; ay pea fid t. :» c-:: ;r : - :i m;i t i e- :.f 
oys^j'ic: 7 aip ha ■ t a. ■ e i nhiii'if. iti, fir '.her re- e-a r v:i--. needed to 
;eT.emi ne v/h i sh ^t.-Lc;id i e = t refle;-:5 ti :-£--e DHT 1 eveic m p.ati.ents 
re-::e i "i n :r t. -..rd.ir.-i tc : s . 

L16 ;-2:Z\1?,): 2: v.>F 77 7APL70- CO I 77.1 7HT i0'\. A 7 

1989:12 13-1 [) r.icurK.: n*". 11 : 1 1- - ? c • 4 :vrdm:t :-t rep r m i ve 1 mms by 

litmun i zh-: i :>n : f ••l:>r:ie.': t: c. an in a J .? v/.:.h Mixtures :>i .: te: :d: •;:or.;\i::at-2:; . 
v;.:.ls:i., Ditia- a Ann; ■.:cx, hmald Ian; V/:.n.:, laLmael 7., 7an; Paull, David 
Kor,eL-. : 7 jnuti-.'n'/e a l.oh 7 ":i -nt: : i :■ ari'i Ir.dui.tL i al Rehear- .:n Ora.ar.i nation, 
:-:nllO. t CT In*-. Ap } 1 . V77 : : ') 0 4 7" A- m : m lm , p r. • DEI3IGNATED 

7 TATE.:' : V/: A7h • ; RV.' : AT, bL, OIH, Dh, r'R, 7H, IT, I/', XL, 7E. 

Enjl : shi . CODE]!: " 777D_. Ac PI.T '2AT I 7X : W7 1 ? ': 7-AUJ.04 J7e^07'A'. 
= H1 77.: TY: 777 1 - : •: - - - 1 c _ 1 7 2 - i 1 . 
AB Los se:-- of .ar.d -^Tnl: rye :-. am mdu .:ed, and her. -e f e::undit.y m-reased, 

:n sh-ep ot ...t • L;.#:-.-t;cara iniiaal.-- r»y ,i r t j 1 y irxvnr. L -in ;: tn- females 
.-,g,ain.:t -:.n anaroaen ano an e.-Tr:ge:i. Ant Li. : di e£ \ o tne-e t e red ds 
i.rodu /ed at i-- r eli ;/h i :'h do t afLe^t the diaplay :d: behav.i. r,al eshiru.i: . 
The antim.dy J e\'el , cio-J.ne jy : 0- .-i ! ror.:ent during tue nia'.irtj p.eriod. 
Me fin' ewe i:- \;e.re irtuuuhazed with in d: m tenedi : ne - 7 . a ipha . - 

:aibo:-:yetr.ylth.i .<:, et.her (I) :: -.r.yugated to human .: e rum -lbumar. [hapten d. 
(av. r.c . o f .--renjiu rom;ue.; J ( : amino a -.hid re^iaues) 

te; to.- ret :-r,e- 7- -.ir;.u hynethyl xiiue niug.it^d X o ;mvin-.: -eruri albumin 
(hapten d. 3.7 , .and : c,i rb.: :oynie thyl e r :>n- ■■ cmpagatea t: human -;erum 
a Ik urn.: r. . h.ap-.er: d. 3.4 . Th- tcta_ n.'.-. . j 7 cvul aticn.-. idetd. by 
iapar- .^c:p y ) .and .l.-.;nl: £ bcrn were t7') and : 9 , reap., in a. group of 50 
treated ewes , o.orup'. rea t- and 47, re£j>. , in a iimi lai gj-cup of 
:ontr l iled eue. . A kom'eL' jiminizamn w.th the I conjugate alone the 
follow! n :i year prc'duceo 1 -;iiai.ar imp : o' -em-m-.s in mulaticn and lambing. 
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89002745 Document I.'umker: cS)027-i.:. FubMe.": ID: 257 14 32. Epidermal growth 

factor in breast cy.= 1: fluid: i elat ion: hip with intracyi tic cation and 
androgen conjugate zentent. Loccardo F; "/alenti G; 



"anardi ~; Cerruti 5; Fassio T; Bruzzi P; De Franchif V; Barreca A; Del 
].f- n: p p ; Minute F . (3er ,r izir di Oncjsl^gia :lini:i, I :■ t L. tut z NazLonale per 
J, R L zer~a -ul Cane:,, Geneva, Italy. ) CANCER F.SSEAkCH, {-93? Ott 15) 4P 

20 oS*.-?. Journa. ode: 3 3 4 7 0 5 T-i . ISSN: 0CO- -547; . Pui . cruntry: 
Yr.ited atez . Language: Earl ran. 
AB Id. :e:e:t yeirs, several, studies ft .un,eii on trie i io:l.e:mc i , Jr.alysi5 of 
iae.is: -yy.r fluid - ,m r o/. it i : .i . It rv.tv. been tnat bre.i.;t. zy- tz lined 

by -irocr.i n~ -pit heli mi :~nt =in hi le-el..- {.or it. :•. lum .:ni 

dehydtrc-vi lan.ir 3.ite: zie - s alpha te as -::»:ir are:! 1;,: -.ysts \ inert by flattened 
cells, that wom-::. w..th apzorin- zy£ t* ate :-i " t e lively : a :;e velj..p 

breast .:.-.» i ~.~r. In th-: present, study, we Measure : t he : nt r ■■■ -.ys t i :: -^vel: :f 
.- :dium bbt*-) , do z ass iui i z> I , derzy .U z er- L.-.n d ros t. .■ ■ .- r ne- - ul ph ■» t e (HHEA- c ) , 
, ir .d epidermal. jmv/t:« tat tor EGF), - fattc r wr.LvT. zru.d pl-.y a isle in tr.e 
.- ..t -ku in- . r pa r-i ne rzi :> £' bre^ z zaneer .-11 :rzwt : . as • eo-ntly 

; . lL Dpv^a by -:ome irr '-.e: t .aa t :■ re . Brea-.t tyst rlu:d.-: zr • am -z oy tin— needle 
asprr =it i --n from *c wom-h witz g r :u .:- rrys ci :■ nreas*. di:"- e^. v were assayed, on 
r. he bisis -. f the t-l.r:.' r r int. :a::yr,. z t m rent r .it : .: ni . t' '."a ♦• and K- two 
I:l :,Ln :In,:s-.s of .zzz r .-. uo re oe fined. An arrizrary cut- "ft: '/viae z f: ft r 
Ute Ki+ b- t at io s - temed -tdezu.nte *; j septate thv.-e tv: . ty: tf zyzzs. An 
i r.vors e re 1 it i dh. -n_ p wu.:, f zima between t he Na4 K - rat : : » -in;; DHELA-:.' 
z n ::ent i - 1 ; ni'-:d..on e-ei; f t:i" androgen conjugate 

bein? : -» :n i .c co. i r. ::n.-', d .. in f ' K*- -.ban :■ -:.yi ti wid -1 ■ ■ :■ :ni :.: cn.;; t am- /'dl 

.:r. IlUy K« yreazer t;...t:, *; cy= r. ■. P l-r zban 0.' .i. L ".r :^.-e.U were f ■: „na 

}>e £ i .:ni f i.earr. lz- •^•fner i:. if ! e = ... znan : t. .•- :i/ •.: iTiipa red 
:;,f'r:+ j:e-.ter :i,:,r. : .yz"t.z: n ;r -:u: ver-zuz z n;r :.il , r-sp. ■ zt i ve 1 y 

P le.:£: '.:i,r. 0 . 'M . ECF ar leered -:z r --:-ely r :-.d -it.ed w. tztaL rot eir. 
■::ri:--it.r,Li,:'. in the Ibi- ?:+• :r:eiter than zyz'^, 'wh:: e :n the ::a- b+ less 
than : .yys'.s high L-;;F ..-.eh v:ere -.bs ^ l v. z:1 i r.dei. - i.y .: t : t , 1 protein 

intent . In add! ti'-'n, zdrern -:o:zr. zrz. v;a.E i z..m:1 ; ezz--. ZGF and 
DHSA-? zmoent razi-z/ . :>n tr.e baszz i n rbeze t-zz.lt;., zb~ r.yp:tbez.z ran 
be ni:ie t-hit v^.i-zn i ,i nrzz, f u: :tr> . e .in all 1 Least; ilunz- te = ted ar.a is 

zeauly unde tectab 1 e z, plasma, i.3 ir^lly p ro.i '1 1 y th--- epithelmm 
lining tr.e zysz wi.l, parti z.vJ ai:ly ia: iz tb- K-i b r> .-■--.i than :• zyst- 
cie ::r.zz::-.eb In ■> r zl. r result:- t .z.i.c tyre it ::y^ t, wni jh za^, been 

oh our. tz ;v bined by ap:> trine epitnel mn\, appea: £ tz ie :.nar : ; tter:z:ea by 
hi^jn zH ind MCr" le"-d £ . It is ,zu:r re-zed thi». t he htz r rinding z:ub:i 

p L Dvi de zl .;e fur zzd- rz t ^n-zi n :f the jnrre^zeo : k <" 1' Z'.;; zzjuert breast 
.:r.n-ter -Z , .-;orien be arm - f ip : trine ty.:- r z . 

Lie ^;sw?,r. : 7 ■ f .3 3 cAzbi f y czEYr.i-:;Hc - AC? 

1987:1 1 3z4: D . ziment b - . L M '■' : 1 ? ^ 4 z ^.^-l:; hjtnoiz r j:z" azp. z-: tbr enbanzing 
tze £ecr;:.d-ty z£ nwz Ma -zl ear., ; : n v;_:iiinL; rlj i.p.if ri -.k, Miczael 7 zhn 
(:.d.ax: ';rz.zr Ltd., . rn. T'enazZ- Fb b ;.bz- : Al i i' ; v • w 11pp. 

(French . CzOSN: Fr-bbB . A- "z, ICA7 b: 4: : bb L-ISl ■ lAv'-.]:>7. PblOAITV: 

Cr i. V zb ^ . - 1 1 ' ' i - - ■•' • 

AB Tze fecundity u: ;oz. : ., ezr . : t i.mra.i'z.u - cae; , w inti eased by irunnn i zbz: n 
,na.i:.-t ne :<r more .-,ter :ic, iiizdro.^zr t est r<: 7en.r , yazh ■; .• zy 
arjnir.istratirn c b cz r.zi u -j at e; f ta-ze • ten-rids './±tn :nuiv.n. /enic ^npporty . 
Tr.us, 7 - nr.: 7 . il pha . - = z ■ :a r r : xyethyl tz, i : ■ a nd re, t -4 -en- - ; , . . '- a i one in r mi, 
dioxane i/as tre.ited, a 1 . : C- . degree., w;t.h i rig bu Loll :. v/e :; by ; 8 mg 

i.:.r)-Bu t hi . i of Drnat- in _ . t ml di >:-:ane . After 4-) mil., the srln. was 
treated wi'n 2 7 ': bumih -eram altnniz in z . r iaL :.H ph ":..}: b a te buffer 

(::H 7.8 iz.llow.td Jiy cm tlysi.: arid 1 ye] b 1 1 i za t :i ■ -a . ^b-n < . am r. i s zer ea 
t":getner w.th DjtJkb- •« n a«:r_; -t r a:r t..: . r ? - b L iy- : 1 d ,- «. w ■■ , at 14-<.;ay 

lnterza..^, the ,-tei>.itz .i iin^r.': gen .: rizzzi: i nc z- j . isoc he . of offspring 
per 1 i tv.- 1: . 

L16 ATvISWSr. Z ; F 33 rCu Ct'E i'bl GHC .. 0 bl OLOG !.' :AI. AK'TKA "?? IN:'. 

1987 : 7^731 I <: timent Nc . : bb.Z 35 7 . :I- -r>I< NAb :ObRE:ATK? L F Adr- 'CKINb SECRET I C'N 

IN THE IbFb-^T. HIbbbb V b; I IX ON T K; Fd-.F.E.b;' A P II. NNI 1 '. DSP. CLIN. 

SvRG. , K( -YAL INFI1-1AKY, F.Dl NEVFj:;H E:: . : : JY'.< , SCOTLANI . . /-UCELT , A., H. L. 

Br AD LOW ANb L. DOGLIOTTT (ED.). Alb.'ALS rF THE NEW VCbb KCAbZMY ur 
SzIENCEJ, '/CL. 4(34. ENb'zCPJNC Lz>GY uF THE EREAST : BASIC A>JD CLINICAL 



ASPECT .3 ; INTERNATIONAL C^NSP.ESS, TURIN, ITALY, SEPT. 19-22, 1934. 
••'VI + 64 IP. THE NEW YORK ACADEMY OF 3 MENCES : NEW YORK, N.Y., USA. ILLUS . 
■1586) 0 (0), 275-2:7. Z. 9DEN : ANYAV- . 1 3 31.': 0077 -:^ 3. ISbN: R-89766-323-3 
CLOTH', 0- - 97e 6-32-:;- J ( I APR". . La:i :uage : Enjlish. 



.-V ••:> 



L16 AN27JER 29 0 V 36 CAT LI' 3 COIYRITHT - 0 Dl 

1986 : 4 36949 7': jun.e-nt N : . 10": :• f: .'• 4 9 De* "el or :n< - rut of i :f«s ::h r : .mat J.graph .c-ma s s 
,;i)-:tr ^me'n.c met..i:>:l u,L:i:f multiple an. il yt.es for tr.e c :m t l rma t oi y analysis 

anal: oil sterol :k- in :.:>rr— utmo. I. Defect ion of testosterone 
: nervy ltrcj i-r.ate air- r.i ^ rat : ■ n; t:> equine m.ile ^.^trate:,. I) mafia, Minoo 
c. • H:'igh- :r., Edv/ar:i; 2 in-iu.- , SLar.n ■ Raoec -sues e 2e-ur. Serv. Lab. , 
v ■ i :' £ : 1 k ^ Cb- TL'T, UK! . r " -> a '■ 1 :-f Ch romir. Dgraphy, ?-7 7 , 2 / - :• ?; ! Er.ql tsh) 
1^-6. CODER': JOCFAM. ISSN: " ■ 0 2 1 - r - - 7 3. 

AB A i\z :r.i 'TtL,;t. : a . -Mia- s .-: c-- ::t: :ne: ti t (GC-M2 ) :ie th t.5 ing • an a.^yt.es to 
aetec: ar.d .:<: r.t i..r:u The a Ini i. . ::■ t : a t : : n t : eqitri* :na 1 e tartrates t 1 
ve^MirKii- j:i:ar.^ ta-.; jr. t : ; " •:• : :. of te.: t is dosctioed. The 

:ri e-:h-: :i i ra' : 1 ta i ext:.. f s.r.r: : id c j u fat- 5 :r :<m r.,r = e urine by C: 8 -bonded 
Mr:t ia^e; .;i.d traz* iortat i jr. . nt :• ! - - .1 f nr. i. 1 a ::i d an:l su i t o - z :<:\ ' agates by 
2epha::e>: I.H 1 : ::o 1 .111 .r. :h: :>:iu: : g . A : te: :io t : :C ugat. i nr., the free r.eutral 
-tertitai 1:-: re i^r: Lilly : .in : : eti by TLC ur.d to 1 1 :>v: i :. :le r 1 - 'a :: 1 z in ti 0:1 
■tmethy 1 c >: -me-Tr imetr.y.l .r i lyl. ..^h-rt ! "."ere -.i.alyzea ;: y ::api 1 1 ry G2-HS in the 
el e rt ea-.: ■: r. : r t:uli-i rai. mr . <: t' the • ar.-.-ilyie - , c - . alpha . --and ros tane- 
:. Rt.i ./t.'.pr.i .- : 1 : : -i 1 i ;e de -tea in the ?J u:^:a.;. J a ::id fraction 
r^: . at: f rr-:. 1"' diy.: -:.na . ^ 1 r h.i . - ^r..::: o.= r - ;- . beta . , 17 . be" ^ . -■:liol an .1 
-es tL -rercr^ :-:u.l:: •:: ae e ::r ■"■ -\ in t:.e .i . . t :> - .-.cr. j u^ra te f'r.t _:t.i nr. f :t :19 
,i,ry-> a iter ad:ui n.i t : at i ■: r. jt ■■. .-: ir.;rl e tr.erar euti :;:>.i e (':>•: = ni g :d: 
An : eot \ .2 :■ 5- 4 9 ■ ^ ) t" :: 1 ■ .■ sh 1 ea and th^rou jh^r-r-d -a.?, t r.it.e-:; ri^.le 
].:,:..,:.:. Yr.o tei.-:n, i : : rle^-l Dprier.'. :•:: • z:. a niet.h :i, it: valid:.ti..n and 
it:: L::e:tt;.. t :>r t.-.e :;-:-r.-:;::. i.n : f :.e^t ra.l n-r :d i te= of nt.net: tv-termary 

L16 A2J3VJEK .: :■ ': KEPLINE Ot'P [1 1 "ATE 12 

85231 41 L-:.:.urien' Numrei: : 1 2 ?; 1 • 4 " . r i IT: :15-1 r7 . An ana!y^i- of 

"he ::: r.tf.-i.t ar.d n: rr n<: It ?y : r nunar. otea-t rr. r.r : ::y~ t- . Dixon -' M; S .:ott W 
i;; Miller V; K. EVP.OI : E22C 27>VRI2\L OF 7-2*?j;T f!AL ■ 'M-oJht-OY, il.9^t 7-a\ 11 (2) 
.51-4. J. jmsl o : do : :i'J4:-:,-'. "74 : :-7 - ? . :^b . gantry: EN^L/^JD: 

tnite:: Kin^idorti. Lan ::ua ^e : Sr. ;: 1 L ah . 
AB The o 'rap: t i - 1 : n of 4: hui:ian Ireit-t T d :::: tyst • , dij .-:. e ::ted r ro:n ej ;rht biopsy 
.-,n; 14 ma:: t '/'::t ::ny sr ec i men.:- has l'tte:\ an.; 1 y s-t-.i . .M l ointt anted h_ r:t 
. t)i'. ter. *: r a" i ont :i f the androgen conjugate, 

dehvar tej: : a:tdt : :tte r : :t<: talitr.tte, tht -,L..r. -'ala-t ^eir.a m: re n rt 1 "00 

•rimes that of r la i raj; . lit ten ry?ts -,uf ti :uer.t flu.i :i v/as r.-.^l i ^ble f ->r 

.- -it^oLit arnlyii:: :ir. .r. a I 1 the p t ta e .;. i un r: ncen*- rati tn e:-:oeede."i tnat of 

■ jhuri,. Tit i f c :mp : 3 i t:i r. i un-ro ta an ap: •::»• ir.e deri vat.i :>n "tf: the 

ton.'t : tuen:.-- cf bretst n.r r : ty 3 1^ . Thli if .-•■^■.st int.i ated by the firr ling of 

PA.-, di istc-..: e r : £:i : ive gr,.m^i .i.n trie *r it he. i urn lining ,-.11 4 > ruicr ncys ts . 

Tnese findinqs- i.rot::,'-: tr.st "here 1.= <t «ing. •: r .il ati on «-f reat't 

mi. :::c :ts ts \liioh are lined ; y ep j.t hel i 1 im wit:, apocrine ,:^.ret,: ry activity. 

L16 ;-jj.:V7E?. 31 :-t ELt.312 oof'Ykight 2:22 b:oi/. ?lca:, ae.3t?.a::t3 inc. 

19 8 4 : '■ ■■■)■:■ 2 0 Dc anent V. : . : PR2 6 : : ■ 0. ANDROGEN CONJUGATES 

TN KUI'tAl^ 2RFAST 3ECP ET I CI. '3 AhhD 'Ti£T FLl r I L2 . KILLER \< R; rh'RRE7T A P M. 
t:n:Y. "jEE . CLIN. 3URG . , HED. 3CH., EDI I;&YIe3H EH 8 -AC, 3 CCTLyitiy . . 7-1NCELI, 
. , H . L. E-RAE'LOV: AND L . DO [ILIOTTI ED.!. END'j :RIK Jli'I'GY UE Ci'3T 1 C BREAST 

d:3ea.:-e. xv:::i+3;> 5?. fa/en 2 re 33 : new yokk, n.y., msa. illns. 2:8 3 0 

■) , r 77- :-3 4 . ISBN: 0 - 8 >0 .■ 4 - - : : 6. -.1 . I, mgnage: Enjlisn. 

LI 6 AJI::VJER 31 CF 3 6 MEDLJNF E-Ui I.ICATE Li 

840661 ^ > Dtcumenh Nuininer : 8 4- 6 c . 9 •! . 2ublled ED: 66454 : 4. Format.: on • -f 

androgen conjugates fc y porcine gran ilo:..a re.l;..:. 

L.:.s:h_nsky A; Khalil M W; Hobhirk R; Arms' rong D T. JOURNAL OF 2TER"ID 
LI CCHEMI STFA2 (19-3 Oct) 19 (4) 143t-4a. Journal cede: 3260125. IS2N: 
. J22-4731- Put. country: ENGLAND: United Kingdom. Language: English. 



AB The relative abilities of isolated and recombined the-a and granulosa 

colls, derived from medium-sized porcine ovarian follicle?, t -. synthesize 

androgens :nvd estrogens were M^pared. Iss.la-.ed thecal pr-:ar ition- 

r. i^djced 1 ;i :.vje am:> vit of immune react ive a n dr o s t enedi xne .»r.d " esto: ter< me . 

V.'.nen the -a was z :> - si L tu r e d with eraaul ..sa ce^ls, ac:uiula-.i ^ii Df b:-t.n 

• :h:S e a.ndro :re:.s was rrurkedly i-ss. Tho .1 y.\ trie -;o - cu 1 1 1 res prodased 

■■ : inificantiv h i rr ~ r nrvcnts "> r" .---trail: . 1 , thi ; incre.-e lid rot -,:;csuut 

:v the reduced ar. r a for, pr -.duorti :»n. T -■ determine if * ne le,s-:r annragen 

■i:.'.:umuUt.i'ji. i r. tr.e :.->ru:>irie d .:al* u res wa.s are to metabsli.xn by jrr.nul.osa 

■>-:ils of a:il:;>::e::.: t d .ther metal ■ :■ Li ce- , the fate of ' IK ] undr :» s tened lone 

.■r [ 3H ] tes t js-.er i>rx- wis 1 t :>1 Lowed . Wherever jran-Losa -ell: we:e present in 

i.ncibat... :•>:. duAres, in :>st o L the r a 1 1 a st A \i t y remaned in one nyieo'js 
:r.tct:i:n after ether extract! Dn. Examm :t ion 01: tne a:..(ov. iristmi by 
:4vA£-Sepha :A-x A.: rem > ret: ra t e i the p re ■■ -ei ~e of a n :l i" -> g n eMphites. The 
r- • aLt£ .E.uiJiie.- t that jranul >s a rel Ls a:e s ;.. t e at wni ::h follicular 

i .'i"initi i :>n :> f .-u in : .ren . .A. ph--i to,: " eies p-ase. 

L16 AbVafER OF n" I-IEDMNE DUhLJ hAI'E .4 

84002 -V-l hix:ument h inier : >1 4 1)02 . : <9-l . i^'lel ID: ni2lb?0. IM,-^ s :. f ica tion of 

numari brea- t r,^:.:- a o .: rd in : t.< ■ ♦■• 1 eczi rl yre anil androgen 
conjugate simpo. ivion. MiLler w A; Dixi.o. 1 M; :e-ott V7 M ; E :■ rr-st A 
f. :iJKiCAL ONOsIAOY , 1^33 Sep 1 r '3; .A/-A. JMurri.a :: -■ de : " ' 0 1 :.. 4 2 0 . 
T.A-JI: ■:■ SOS - V •■ I- - . ? .lb. 2 junt ry : SirOL-^IJ : Uni tt:d hi.ngdi)i;i. I, -.neut je : Enrl:.sh. 
AB ■>..■; njnlred h.mv.n ri-nV. cy t. fluids n ve teen ^nalys-a f r liun ;Na*) , 
: ■-■issinm 1 V.-*- ■ '.n;; deny :l r :>epi uvdr *: e r :;ne > DHA. sulpn^te. ::oi. .:ent r =. t ions 

L - :rre - 1. .1 y ; e-:v:een" iivd: -/I'. lua:i cyst flai ii- , n:c:i 1 ~: ..35. nuoid/l, 

h> fr:m"o r :• .e. ni-iol '1 and DlLrW alf.h^te 1 1 ji-i 1 . f .» t... - m.im >. I.. Analysis 
.: Vie inte?-- reL-it: oi..-jhips iietJecr. N a - , K- and hHA rnrhi' - :>:' r eaied tvjo 
ru-, . M : ; ,;b-f ' p .i-it; ■' ns • sy- 1: f In i d- - - vr ■ atone rr. e;i: ::h I?ir- levels:- were 
n^rkeoly in ei-oj-.- h o :: Y. - and JliA .?ulph.ite vn:eV.r.i'.L.:.: v/eie 1 iv; ,nd *he 
:».h'.:r in w:ii Ma '-'a/ tne r fe'dcrni nant .:.-ticn an:l DHA s..l:svr..tr 
-on sent rati 1 ns re h.i.cvi . 

L16 Al.Y-A'EP. 14 s^ 11 MiOLiLIXE It-J-LICATh 

83034 "o-i [••: rumen-. I-.'uiri;! or: - : 1> 34 -^4. 1 11 Me .i ID: 1- • Androgen 

conjugates in Ivnn^r. br^vst .iys- fluidr. MiJ ler v: F.; fsbe:'.,' Mil; 
■/reel F. J; Vav : h; holly K W; Fcrrest A P. JTT.NAL T K h NATTONAL CAIICSR 
T h.j'I' I T'JTE, 1:"; a:\v «' - (5- I 1 5.' -8. - r o .rnal "v.rle : hss l.-oN: 
r 3 7 4 . Fir. -j :ur.t ry : 'Jr. 1 ted ales . h.anjaare: Eiri(.l : = h . 
AB L-'r: . yd r oepi a nd r o t e rc-r.e sulf-it.-- ( IjKA:: ) na.-. keen :nea::.ur»-e. ::,y 

jiimuun: a-s av ir. hi" bce.ist cy.vt f 1 isds obtained t: r :.m • i v.nen. Values 
: irneii fron\ ...5 t :: i, hi" mi vroM with a median j t 14 ) ini.sr M. Tnese 
■;■■]■. rent rat i on; u:e in TX'iies.- of "nose for p lasiii; b'lt ,» re : :i:\v arab-' 
Ivss than \ r alaes for b: east secretions obsaine^ by ni}ple ratio 
L-v-d£ if i'HAh i-iL .:ys*i fluid './ore n:o . . ivnii f j. sa:A ly a t re r' ed ;y aa- 
r..enipausal status, 01 rarity 1 if the sublet or h y the v: Lime •. t c:yst fluid 
nt.j.i:.e:. In t atio-nt;:. with multiple ry^. t .: , J HA.: valuer f r ■ m sy.: ts 
a-.r .1 rated f rom the m .trie breast on tne same dat-; v/ere j elar i"e.! y 
- mi} a r af le, l^ut wide -\- nat.: onu wer^:' freraensLy obsor"ed ;. ens^n ^ 
asj. .1 rated 'in cifferent occa.-iuns from tli-r same ;; reast an i retween cysts 
I. rem different breast;: .; f the saroi pat.ns.t, win -it her ^ampi-'C s .. mult arieous Ly 

l ■: e qu-i nt i all y . .hich --a riabi.lif y mux c^rnp li r it e cc>n\] ar it i"e studies 
.-:i icu . 9 wxner. . 

L16 A.'J:;v;EF. >5 Or ?H IIEbLINE hUFLI h'ME is 

76246.-"(. Do i-umerx: Numner: ^ -:>2 4 6' *7 ■) . P^lMled ID: A^ie:. Arodrcuen 

metal il-sm by rut epoaxdymi;. . 4. The formation of con;j ug r.xs . Djo:: eland O. 
oTbhCIUo, (.197 6 May) h? "(5) 6...7-h. oiuinal code: 040453c. I-.:.U: 
3-)3^-12cX. Put. country: United States. Language: Englisn. 
AB The ability tc i:n;;m androgen conjugates and the 

hormone dependency or the con~ugating enzymes hu^e been sesdicjd il the rat 
epididymis. Following the in "nitre incubation of 3H-testixerun^ vith 
epididymal slices from intact and castrated rats, the radioactivity 



n . 



recovered was partitioned between water and ether. Examination of the 
wate.:: soluble : adioactivity demonstrated the presence of glucuronides and 
sullutes. The '.otal radioactivity in the conjugate fraction was the same 
lor both intact ana zasziazed a:i:.nai:i. Ho-j^/er, castrated rats viewed a 
3-fr.ld increas- in the g.l neuronic traction with a corresponding aevrease 
in roe forma t.i-. n of .sulfates . Cn ira riericut ; on ?f the ethe; soluble 
radii act i-Lty ifter s ol voA; t i i : !: the conjugate faction from castrated 
anLn.als, showed DHT ( L 7b^ta-h-.-dc -»:-:y-:>alp:i i- ar.dr :.stan- ?-one • and 
:^.LLha--ai->l Slpl.a-.;ndro -ora:.e--ah)hi, L ' ? i lie .1 ) r, :> be the main 

m-^a; oli tos . Alter ioeta- flu •:u:-o?::da.;e nydnv.ysi.: of the .--ame, only 
:-a.Lj.h«-ai- 1 c< ulc be demonstrate.; at a s.puficmt le—el, although traces 
t t 1HT and del'aiu c impound- we:-. I :e~ent. 1 '.or r-sponea: ng hydroly.iis of the 
watet pna,e f : . m xr.cu batten o: e: ia.:dymi.-r f rom intact, tats, demonstrated a 
maruea cuanti- :ti''e uiff^reuc^. He-- app r ta . matel y 4- o! the c ;nj ugated 
a civ :: ones ::orw. : st ec; :f d--.lt-.nl' = ur.d.- , whilst only about 12- was 
cirri ii sed of .A-dr ha-d i si . The p r: t t< ■ : euti a ■ .:onj «cat ion o: DHT a jo. I 
■a L} ha-di ..1 tc a rul fate radi .-al wa.. uem-.n,o.. rat ea in 1 th inf. ait and 
cast rated rat/. S:r.:e the : m r^v.K; 'ie.lt -i . - i co:rp:iui:;i w-r-i detected only 
:r , the epididymis fr:m inta :z antr-v. As, .it w pontile th.-it these are 
: : rmea :y the ■pernnt^zo-i. 

L16 ANSWSr. OF CAE'LVS CO i'Vr.I CHT -002 AC.:' 

1972 : 44 3 -J : 1> : curirtr K . 7 7:4:4:: : lei ,:b : 1 : .- :a : f te;tusie:one 

K- a t-t y 1 Aucos ; mini do . bu «: n: ;. Lm ■= , L avid K . ; Matsvi, Hi chi :>; Brudlow, H. 
u. ; Helln-.-.n, boor, i Inst. Ate.:uLd Re,., M :>:.*"■". fio re >[:■ - ]' . Iled. Cent., New 
Yin, X. A, t. : -A. . Ctervios, 1.A ■ i , : A- 1 A' Enc-lislc 1.-72. ADEN: 

:-tea-vh. 

AB b; 1.: :v:irv; i .v. aamini str at i ir. :> £ -i ■ .40- :.abe . ed tes :. ■:> • t e i: .'no 

A A.-^ce" vl glu :>.; ,tm: r. Lie (T [ 2 1 0 A ■ ■ A - ' ! ■ a Lunur, uivn.ry exiretiDn of 
:-Ai:.v::toutv w-s rat: Ld. The Anua.: :ervi sterA.d an. r. :>.- u :ia r corrugate 
wt:s the pr-:-doiiunant \ a di .> = :■ '< "e -oimo., et: : ch: 1 vio. 1 ne and 

and: : s te*: .i.e j.rr ugated with Arnu .r. 1: a :u 1 uere rre/ent i.n a rvitia Df 
.iim. 7 : i . F-llo/it? Drunl T , :»n i.y r r t" tea t o, to : voi ■ to:iji?ited with 

the ;,rii.:c,'.gaL were f :>urid; .yt::cl.ol ,i.:1jil^ md :.nd : te r uie again occurred 
. r. n : i Luiti . . Met arroium o: the laoelei Auc jf.arnin; :le revealed that: 

1) c.: ea-a:?e -t trie ?l.ycoi i di Lin f :.:re o^ tlmo,t :»:ap 1 ere by tr.e oral 
r-.u^e, ' cl-r-" '/age :f - A,- :: . i :; gr :> ;p :>c erred / ub ;equent to redn. 

:■ t tne A ring , in -e the met. a;: ..lit :.attern :: the t-r s :vo t-rone ::.n;uqa:e 
ci f Lefed Lion that of te.-: t : .- r e r : ue : nire" ted oy :he :odie rruoject, and (3) 
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AE Toe present invention relates to a vaccine for inducing an immune response 
te an antigen in a vertebrate (e.g., mammal} comprising an antigen and all 



_r i • ortirn ^f a stress protein r all cr a portion -T a protein having 
,n ammo ar.il sequence sufficient.;/ n :mc \ eg pu,: to -he ammo acid ^q_;en:e 
: f th~ stress protein to inauce t.oe immune response a rain.: t the anti::en. 
In a :-cirti:-jl:tr -.-robe, diment , the present in— riition relates to "a:c.ine- and 
-ompn*. . whicn in.;ucf a 7TL te.;pon::'-e in a ni tnim-al ccmp r i sir.-i an antigen and 
all , :■ a p: ction of a stress prot-„-rn. In ^.ctner enb -■dim-nt , the 
m^eivicii relate: tx -a seines and compns . wr..; ch ir.duco an imm-.ne res;: -vnse 
t.o u. i rTl uenca -,'iiu.s in a mammal compr i ■ i n :r .in ar.ti j-.:n : : t:v: influenza 
v-irus- arri a L L :-r a pt::i^r. cf one or more /Mess p rot-ins . Tne irv r er,»Tcn 
,,ls c relates t c vaccine- ana compns . for ind^-cLn? a 7TL t-spn.se to a 
f.unni -as.--: cd. antigen e :-i ipr i 5 mc -i tumor - ■at: 1 :'.d . ant L .ten and mil or a 
j 3i ti:r, -,f the stress pr .tein. Tn- invent.: m, aisc relate/ t vacccnes and 
oenpn. fjf sappr---5.E m ;i niet :iic vimune ic-p:Kie£- t illetoen: jompri.-: i n 3 
., n ^ .; ei .jen a.-^l 1 1.1 3: a pot :. Ion •• :: a = t : e.-. d protein. Immun > ren.r 
• •. DnpLJ.fi no in! luvnza tir ii N? peptide an": 7 Eye ;.bac:teri .m .t,p7>, N? per - ide- 
hsp70 conjugates and II? pep r .i . de- h.-p 7 ~ tiM:r. proteins 

vere prepc. Ki c-/ .irirnuni r.ed vjich chevc p rei r.i . di splayed .1 CTT re.-por.r-.e 
.-tjam', t cells exnibc trn:r the N? p-rpti:;e. 
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AB Tit'.e como is . I -(F.l, R." - H, (R3LR4) wherein L = linking group, R3 - CO, 
S3, 5-2, :•■:>;! , POMe,CS, :h;:Jj; R4 - •:<-, NH, 3, :H2, O; a - 1-::; z - 1-120) , 
cani-.-r - immun :. .jeni z n.-trorial, dete:tor materia.:., solid matrix, salt; x, 
v = 0,1 wi th prjvi£3.:.|, ^re prepd. Puccini: anhydride: and 
dim'".- t.r:yl anu.n ^py r idi ne we : e .idea t T I to H'/e II 42 -ester with succinic 
acid which was treated with N-hydr :.xy succiriim.i.de to rive II 42-ester with 
IJ-hvdroxvs ..osininiae hern j,u:::inate whion was :: :>n;;: uga :.ed with proteins and 
h;ir-:;tadi:r. peijxia:ioe. S :teen:ng f.r mon>:j::nal ar.tib :>dies specific for 
II :. r it;-, derive, as we . 4 -i l- immun s ay ire giv r en. 

L2 0 answer 5 o? 7 ::aplus copyright Di Acs 

1995:3 14:J.' jjcurn-r.' IT: . 1 : ?D8I Rapamycin conjugates 

and antib::iies. 5c r,t .-21 v z , Fixuaido; Russell, C:>Ln C; H :2.nar-Kimbe.r , 
Patnenne L. (AorotT :,ai or -it : ries , USA: . PC? Int. Appi. WO 3425 :22 Al 

::i -941110, pp. l-Lo:g:;at:-:2 static : *a t : au, ca, jp, kr; rw: at, be, ch, 

IF., DK, E3, KR, G3, GR, IE, IT, L'l, UC, N3, PT, ME. (English; . CODEN : 
RTXMDi . APPLICATION: W- I-- : 1 1994K22. PRIORITY: US 199---53030 

19 9:0 423 ; US 1 -9 4 - ; .; 4 _ 0 '■ . -4 34 _4 . 
AB immune 5 st ay method f r d-.-tn. of r^pamy:i.n in blood :: ?mpris es the ute of 

r ipamvcm r si: roc a z any v. n :onjuj^e-. with fluorescein aerivj. . as 

jrnnur..:geni z nic 1 £ . 1 r thy- g-.terati :>n jf amiootes spe::ir.ic for rapamycin . 
Rapamvcin 42-ester v/ith u _- i ni c a:ii: 10) raj i reacted :^ernicht with 12 
r.:r ■: £ H-hy sr : xyi u c :.iri.n: do. t : obtain rapamyrrn 42-ester with 
N-hydL oxys ^csir.imide nem.: su : rinate ■ I ) . T:> 4.2 nig of 3- 

cjl "-7.ii.vltl uor ei :>-inam:d-, 4 :t.g of I was. added and after react: on for 2 h 
the c<-nju'::-:ite obtained -.Mi- yorified ;■ y Ti:. 

L20 70ISWER 6 <I ? 1 CAPLU3 ■ X PVRI GHT 2 I 0_ ACS 

1995:1 ~3 :4=. Iw-c.n.en* Mc . ll;. : -VM-OO Hon.. = loml. ir.tibDdy to rapamycin for 
ininvir.'. ass a y . Qu-:- sn.i <-ux , '';.erie; Sedrani, R.cha rd ( Sandc > z - Er inaunger. 
v,;.i;wa ; l.ur.a ■; ges el.l s ;2na 1 1 id'H, Austria; 3and :> z - ?.at ent- G . m. t . . H . ; Sar.doz 
;.td.) . PUT Int. Ar.pl. VJC- : * » 2 4 3 0 4 Al L994 1 92?, 15 pp. DESIGNATED STATES: 
W: AT, AU, BE, Eg', BR, bV, =A, C1I, 1 ' N , CZ , OE, DK, ES, U.I, Gb, HI..-, JP, 
UP, PR, KZ, LK, LU, L 1 ', MO, KN, UL, NO, NZ, PL, =T, RO, RU, SD, SE, 

si, sk, tt, ua, i's, u;:, u; ; F.W: AT, EE, BE, 3U, CP, CG, CH, c:, CM, DE, 
DK, EJ, FR, GA, G3, OR, IE, IT, LU , MC , ML, MR, NF, NL, PT, SE, SH, TD, 
TG. English). CCOEN: p:UED2. APPLICATION: WC' 1994-EP10C6 1!;*94»330. 
PRIlRTTY: GB 1993-';49 J . "f-394 08 . 

AE Mcr.oc^onal antibodies to i , ; .pamyciu and to 4 0 - 0-al <yla ted derivs, of 
rapamycin are provider, * c gether with nobel haptens, immunogenic 
conjugates, and processes for making them and as-ay kits for using them. 



In example, 4'"-0- and 28- ^-activated ranamycin derivs. and their 
immunogenic en jug ate.? with keyhole limpet nemocyani.n :r ovalbumin or 
aibunin were | repd. f:c: m'nDclonal antiiody pr:dn. tor use in ELI SA of 

l. o answer 7 if 7 :aplus :o a; right too: a".s 

1.-94:4 .; ^ 9 I- :>Dcu:!ient. No. 2 . : ■< I 7 J 9 ::on to rmati on. 1 1. changes of Raj any c in and 

A:.aio::s u.on 0 amp Lex in j v/_th FKBP As; o;i. :ite :1 wi.tn Activity: Ar. Application 

Se:::>nd Den^atl-e CO Spectroscopy, lien, Vanqiu; Znou, Pe.ng; Eerova, 
Nina; Zhauj, E 'jti gz: ii ; II a.-: t.-iisni, K s ~ ;.. ; Eaill.i, Amedeo; Steffan, Robert J.; 
II d na l -Ki:-ibe r, Katnerine; : h a :f i_ . m :.■ , Tloi'us ~. (Department of Or. end o t r y, 
■.'...■Jurat i.a ■'niv-r ■. i t-', Mew 7->r*., NY, i00.:7, USA . 1 ::u rn-;A. of t.ne American 
U:., : . n Lc^ :oe--V..y, llol), J0:il-4 • Engli- h) 1^4. cODSN : JACSAT. ISSN: 
' ".A - 7:- » ; .3 . 

A?. The sp-eeri ;.t FKBF ag Htos :• 1: rr.amy::.j.r. -cid 5. one of it: analog;, are 

■--■rortec;. T:v- ce:j. Act::. e:f feet it: 1 1 ■ nm 1; enh : ,n-::e :l in the ccn_;ugates 

t;r.e Co:to:i ef fvot -.f: the tr...ene abs rpt i.._e. at . app r:>: . 2 70 r.ni £ hows both 
enhnnreci • 'ir> r^ t i :.na 1 : r .ra ar e an:l ^ 5 l in in- 'o r a i :ct . The Latter trend is 
c-^firer in th- j.^rni .;er:' r . i:D and 11. 1. -ate- that fne triene moiety in 
the ce rr ucate.-, n:l:)rt;s ^ m::* rigid ^nd plana: ■:: :>.n £ ::■ rma tior. . Tee ?ign 

r.ver = i on ^ f t : ^ tte:. vtrecc refl.eets the .:niral i:i:i.uer.:e : f the. FEB? 
h : :::lin :f site. Tne ■:::) ;-.irM= :>f mixt.:: . ..f FEEP wi.tr. iil.ylated :e: 

irie-^-u; tit- ated r v.: amy .: m ar* super ioipos :-r. the summation CD curves 

or tne tree drug :n.d FKPA . 



-: s u- 1 :lan : rym n : : : A u ::a te 

L: 1 *0 GELD/AJcCAOVAN AM: '7GATE 

=: s t.a cro 1 i.iau .:- ::oy. a :r a: e 

L.l 1 TACROLIMUS C-ONOViATE 

- d 1_I :f i.b .1; , 

l: 1 answer i of ... cailvi :c.fvri ;;h7 ida aa : - 

2' 01 : 1 ' : 1 I. 54 D'j :;vme].t Ho. 1 ;■ 4 : 1 4 t :■ 9 rniriuri .-as say :■ t: taorol.imus with 

i-i.-r.Dcl jiial int.: hr a -'i r,-.i rfr:iu:.je>;l :;:o^. rea :t: vity v/i.tn tacrolimus 

r:i-t : I .it-r ■ . rl..;a:-.r, Kenneth C. ; Je>: r. ;f, Henry; j.a val j .an, Dariush; Liu, 
I:i'hiou-ti:..j; I t.i .: \~i , L. ; Wa .1 1.1 , Denize I... • Dade Be.iriroi Inc., 

U;TA) . PC?" Int. Ar ; .1 . WO . A'lOOOl^O A; jCOlO. '8, 60 pp. DESIGNATED 
:-'TATE.:: W: A 1 .' , Z\ / RW : AT, EE, CH, IV, DE, D?I, El, FT, FF., GE , GR, IE, 
IT, 17, M> Nl, IT, .:E. .English). CODEN: DTXXI'?-. APPLICATION: WO 
;. 1; :i--7.:21- :•: .A ! -I v> -A: . I R10RTT7: 70 I— r-36AiL0 ^ 9 AJ .;. 03 . 

Ab 7-j-i IcGl m> -ri : c.l.ort-sl a. r c dy to the : nmp .n :• s up} r e = 1 ve drug tacrclimu- r.as 
iKip-cv-cl pr :pe.r tie . Tr. j. .- rt.i cular , rh.;; moi.i zl ar.tihoay, designated 

1 H 1 , n^;-' reducea -:u c-.-is rea '.rivity to ^veral * .a-:: r o limui- metabtiite^. This 
<ar.tit : iv suit--:l:ie It } -rforriar.ee cd immune a. 5 says- such as home geneous 
^ miaun ; .^s s.-tys to o:-n;:t : r det . the pre:: -nee or ::cn-n. •:<! tacrolimus in 
s.^mtile.; such a.-:, rlocd , : am} .es. The .i rr'^ntior. farther include.: derivs. of 
bicn:l:mu/- cerivst j 20a at .\ non- bincri m: port.icn of the mol. useful in 
ijimuru .'im: .3 nt 11j : riy- pre cue : ng animals .i.:td in producing such monoclonal 
anti.l: ■: lie.: , ao \-je.l .1 ,1:: l ah vied <;e.rivi . £ tacrolimus useful a.= tacrolimus 
analcg.j in such ;i^ay:= . Tne indention lurther includes immunoassay 
methods f<-r the .ieteet ■ r. >. f tacrolimus and * est kits useful in performing 
h 1.. c h 1 :tutiu no, 5 s : y a . 



= :■ d F>:BP CDnjugatc 

'FKBP' IS NDT A 0ATTD EC'FilAT Ff'R FILE ' CAPLUt ' 

' CONJUGATE' IS NOT A VALID rOFJIAT F01-, FILE ' CAPLUt ' 



The following are valid formats 



AB3 GI and AB 

ALL BIB, AB, IND, F.E 

APPS AI, PRAI 

31B :^] f plus Eibli : graphic Data and PI table (default) 

. ::AN ; ll3 t :>f CA abstract, numbers without answer numbers 

::BIB AN, plus C?mpr-sse:l B ibliogr :.phi z Data 

jALL ALL, delimited eru of ea:h field identified) 

XMAX :IAX, delimited for po s t. -p coce; 5 ing 

:: V%M XN, i'i frai in table, plui Patent Family data 

Fb IB AN , BIB, :lus F a t e n t FXJ4 

::;;) Indexing ::at:a 

IPC Intemat i : r.al F iiterit; Cl assi fi nations 

ILAX ALL, plu.E Fater.:: FAM, RE 

:?AM -:c! SX, LI, ST, IT 

tx-YN sx, TI, ST, IT ; random display, n rj answer numbers; 

STAN must be entered on the same line as the DISPLAY, 

- . q . , D .: XXN :> r DI ■:' PLAY SCAN ) 
STD BIB, IP 3, and M ::L 

XXBS ABS, -nder.ted wi.th text lake].: 

TALL ALL, _nd»E r.ted with text lak e 1. .i 

:i:»IB LIB, _nder.:ed wi.th text lake].: 

::LAX : LA-: , .nderxed with text lake]..: 

TSTL* ..'-'I'D, -nder.ted with text lake]..: 

Oh ib AN, p._us & ib L i. : :r raphi z Data 'Original) 

iXBIB ■ 1 B 1 3 , inoer.ted witn text lakel = 

SB IB !:■ I B , no :'itati::\3 

SIBIE TP 1 3, nrj ritati.:>n? 

HIT Fields son : a inrng nit terms 

HIT INI' 1 I JA, 121, :: ::L, C: and ir.dex field (ST and IT) 

.wnta.nin? hit terms 
HXrRN HIT XN an:: its text moa i f ica t i on 

HIT.: TF. HIT XIJ, it= text modi f i :a tic n , its 2A index name, and 

1 1 s t t r u :' t u r e :i i an ram 
HIT.?- EC' HIT AN, it£ text modi t i z atic n, its XA index name, its 

.■ orusture aian'-im, plus MTE E;:id SEC- fields 
FH.ITSTR First HIT XN , it. 5 text modi f i : it ion , its CA index name, and 

its :t:ru;:ura diagram 
FHITSEO First HIT FTC, i.ts text :ri:;di f: i. j=tion, its CA index name, its 

otrusture diagram, plus NTE irid SEO_ fields 

KV;iC Hit: term x. Lus ! words Dn either side 

Number of :>cz ir rente of nit term and field in which it occurs 

To oisrlay a particular field or fields, enter the display field 
o:des. For a :lst of tne display field codes, enter HELP DFIELDS at 
an anew prompt - • . Examples of formats delude: TI; TI,AU; BIB, ST; 
TT,IND; TI,SO. Vou may .:pe:i.iy t.he format fields in any order and the 



tn.fcimation wi XI be displayed in the same order as the; format 
speci f i cation . 

Ail cf the formats except f :>: SAM, SCAN, HIT, HITIND, HITRN, HIT3TR, 
FHITSTR, HITSE2, FHITSEQ, KVXIO, and OCZ) may be used with DISPLAY ACC 
to view a specified Accession Number. 
ENTER DISPLAY FORMAT (BIB) :bik 

L22 ANSWER 1 <_F 1 CAP LUS X2PYRIGHT 2 0 02 ACS 
AN 2001:101134 CAP LUS 
DN 134:146;- 99 

TI Immunoassay of tacrolimus with monoclonal antibody having reduced 



crosi reactivity with tacrriimus metabolites 
IN Rasper, Kenneth Jeong, Henry; Davalian, Dariu.:h; Liu, Hshiou-ting; 

Killer, I'auJ. L.; Williams, Denise L . 
PA Daao Benrincr Inc., USA 
S<"> FCT Int. Appl . , 6 0 pp. 

OODEN: P1XXD2 
DT rater.t. 
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FAN.CNT I 
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= : ■ s :-"Kr.P corn i :iat e 

L. 3 1 FFBF CONJUGATE 

• :1 1_ : c; Li. a 

l: 3 aKcUER i of : capluo coeyright 2002 acs 

1 -94 : 43 1 '■ 99 Document No . ill: 3279 - Conf ormat i ::>nal Changes of Rap amy:: in and 

Ar^lcc- upon Complex.! :ig with FKBP Associated with Activity: An Application 

t sec or. a DerivaT ivr: CD Or ec t r ;.s copy . lien, Yanq.iu; Zhou, Peng; Berova, 
Nina; ."nana, Hcnjzh: ; Nakanishi, Koji; Failli, Amedeo; Steffan, Robert J.; 
Pc.liiai- Ki mi e r , K-ithorine; Oaggiano, Thomas J. (Department of :heriistry, 
. : ; -.m.} _ - Un.i vei .i:t.y, New York, NY, 10027 , USA). Journal of the /anerican 
Chenic.^1 .0;c:.ety, 111 - 5) , 2683-4 (English) .1.994. CODEN: JACSAT. ISSN: 
0 0 02-7:: r 3 . 

A-:. The CT' -p: ; ::tra of FKBP conjugates of raparr.ycxn ana 

scvxo. cf ;t; anal :as. are reported. The nec. Cotton effect at 210 nm is 
enhnnc-d ir. the rorr-ugates ana the Cotton effect of the: trrene absorption 
at . api i rx . 2 7 0 nm ,*hov:u both enhanced vibrat: ional structure and a sign 
invert :.n. The OitteL" trend i .= clearer ir. the second deriv. ZD and 
indicates that one tiiene moiety in the :cn;;ugatei adopts a ra^re rigid and 
planar :.c n f c rma t : on . The sign inversion cf the Cotter, effect reflects the 
chiral influence of the FK3? rinding site. The CD curves of mixta, ot 
FFEP wir.h silylated <: r J y = ine-s ubs ti tuted rapamycin are super impos able on 
the = uimnar .ion CD cui \'es of: the free drug and FKBP. 



= :■ s rntraco -J ] -near c- rr uca te 

L: 4 C INTR/'J-LELLI'LCAF-. CONJUGATE 

= :■ d his 

(FILE 'HOME' ENTERFI.' AT 1 1:37:33 ON 04 NOV 1 002) 

FILE ' I *EDLI KE, El I RAO E , PTOSIS, SCI SEARCH, CAPLUS ' ENTERED AT 10:07:46 ON 

0 4 NOV 3 0 0 2 



L. 1 .'. .. : .. 0 DRUG TARGETING 

L; 313 0 LI AMP INTRACELLULAR 

L>. 3 0 .. 0 L2 AND PROTEIN 

L4 309 DUP REMOVE L3 (42 DUPLICATES REMOVED ) 

L. [ j S L4 AND FF5 0 6 



L6 5 DUP PEMMhE L5 (0 DUPLICATES REMOVED ) 

L7 10 S FK^O-i /ONJU3ATE 

L ^ .5 HUP REH'-'/E L7 Ml DUPLICATES REMOVED) 

L } ■) .? L-i AND CON J SATE 

l:o 3 » / l-; a: id conjugate 

l ;_l 3 ) dup p.ei-i '"e l10 0 duplicates removed) 

LIS 79. .r E.-'TF. " ■ -EK :ONJU3ATE 

L : _ .r l i .; ai id 3 i ./ phos p honat e 

L„4 - DUP REMMRE L.:- 0 DUPLICATES REMM r ER) 

l:e 3: .r an dps men /oim/usate 

Lit:, 3::- DUP P.EMM/E 1M 44 DUPLICATES REMOVED ) 

L17 : S Fr'EP ■ " .'N'T J'". -ATE 

LIB x s H/E-7-- /GN/vG/OTS 

Li.!? 7 S RARAM'RMN ■ ''MKOJGATE 

L/r ' ; dup remote :m ? o duplicates rehvred) 

L.Ul V GE2IAMAYM/M: CORRUGATE 

l/r i s TACP.' dm/us con curate 

L.U: . S FEEP ■ Mi 07 -ATE 

L.:4 •• S INTRA "EL LY1./AR CONMJU 3A7E 

= > s (l.rie.3ew.:/.z r? " 1 zi A-ty-z* g? ' au >r wai.dlt^t t?/'au) 

Lw c 2 J 94 (REME/EVM 07 FMAU OR CRR3TRES 1 ". AU OR WANDLES.? T? 'AU) 

=: ■ s i; 5 and c . nj ug.it e 

L. 6 7 Lit AND •/ Of."; .-ATE 

=: ■ dup reiti)' r e 12»: 
PROCESSING ;OMRLETEf' EM R 0. : •' 

LR7 ' DUP REM v "E :,/_ r I DUP!, I CAT S3 REM/vrr) 

=0 d : J 7 1-7 z\ _b ar.: 

L27 answer i of 7 firms gopyri :,kt /dcu 3.m: loo-icai, abstracts inc. 

20C2 : ^^400 ? currier.? :; • . : re v R1M0 1 3 4 0''-9 . 5 y:it her i.c k'i f Ln:Oion-:il molecules 
ccntairiir. .: a drug iir.i.;V; ana p t-/-:;ntrt ] r:t~in l.igand. Briesewitz, 
Roger (1); Crabtree , Gerald R, ; Wandless , Thomas; 

Ray, Gi-eaory Th :m\; ; * r : 7*1., hurt Will lam. -J) Mountain Vj ou, CA USA. 
ASSIGNEE: The E : a r "1 o t Trus tees .-.f me Lel.-t.td Stanford Or. University; The 
tkv/ard Hu-::ies Medi'vR. I : .s tit ut e , Che^y 110, USA. Patent Info.: US 

(17271/ Arrii . < , 1 ■ i ). . OftioMal 'M;>RO : : the Un.i ted .M^.ej Patent and 
Trademark 0£"t.i.->r l-V.r.er.t ,., , -Apr. -6, .'DDI. ) Y:l. 1257, N - . 3, ?P- No 
E a ain.a t ion . ht\r : ■ www. uspto . gjv web men. pat:iata . html . *--::ile. ISSN: 
(■Mr 8- 11. 31. Lan;rua.:e: En.?l_:Mn. 
AB h: fun ::t ic'i.al m;le.:ule- and methoas f-r th.j. r Mi e in the production of 

lunacy co::ipie.-x-..-i. m a :\ i 1 . ar-i- p i o vii.;ed. Tn-i: f unct 1 : na.i nolecne is a 
conjugate of a dru J ra:a-ty .ar/:. a pre.- enter rr.cein li^Eind. The 
mclecuiar wed g: it j f the hi tun :ti • nal m::l e vu l.e i; prefeiably less than 
at out : »00'.' dal-. :r:*, rvr.o. the a:ug moiety mvy ha\'e a mo 1 ecu]. a r weight of 
tjem ahout 5C : 2000 MvLtons. The drug m ^ety and presenter protein 
i.i cand may be •x va Lently linkea dice -t.Ly .c through a linking group. The 
drug nuiety kinds tD :i ..icug target such a.-, .h prjte.in and the presenter 
protein l.gar.d kdnds : a presenter protein that. U n: t "he 'drug target 
such a, €:vtrac-:-ll lLar :l mt r a cei lula r } fteir.. Presenter fr^tems include 
peptidyi prolyl i Diae : = .- e EKDF), Heat R..x M Mem 0 0 MR p iMO ) , steroid 
he rmo:v; r eoept . r s , zy'. :• ~ et a.l froteins, albumin and \ r it anin receptors. 
When tiie presenter pr.Cein is FKLP, ligar.da include F?' :»0«: , raparaycin and 
cyclosporin A v;hi ::i may have an introduced functional grcup .:;uch as 
hydroxy!, amino, carboxyl, alaehyde, carbonate, carb an.ate, azide, t.hiol or 
ester for attaching the drug mc.iety. In the method.-: oi use, an effective 
amount of the bi f unc t i r nal molecule is administered t>: the host. The 
b:i functional molecule binds tc the presenter pr:tein to produce a binary 
complex such that the arug exhibits at least one of improved affinity, 
specificity cr selectivity as compared to the corresponding free drug. The 



methods and bi functional molecule- find ute in a variety of therapeutic 
arpl i cations. 
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Executing the logoff script... 



=> LOG Y 



